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PROVISIONAL APPLICATION 
UNDER 37 C.F.R. § 1.53(c) 



APPLICANT; ZHENG XIN DONG ET AL. 



TITLE: SOMATOSTATIN VECTORS 



PATE^JT 

ATTORNEY DOCKET NO: 1 19P 
METHODS AND COMPOSITIONS FOR THE 
TARGETED DELIVERY OF CYTOTOXIC AGENTS 

FIELD OF THE INVENTION 
[0001] The present invention relates to therapeutic compositions and their use In the treatment 
of disease states. More particularly, the present invention provides compounds, compositions 
and methods for treating disease states associated with aberrant or undesirable cellular 
proliferation, migration, and/or physiological activity. 

BACKGROUND OF THE INVENTION 

[0002] Most cytotoxic drugs exhibit undesirable toxic side effects due to tiieir lack of selective 
action toward the tissues or cells requiring therapeutic effect. Various approaches have been 
pursued to achieve the selective delivery of cytotoxic agents to a target cell type. 

[0003] Using biological receptor ligands as earners of drugs to target these drugs to the cells of 
Interest can reduce toxic side-effects and greatly improve the efficiency drug delivery. For 
example. International Patent Publication No. W097/19954 discloses conjugates of an 
anthracycline ototoxic agent such as doxoaibidn with a peptide hormone such as LHRH, 
bombesin or somatostatin. The (^otoxic agent is covalently attached to the peptide via a linker 
of fonnula -C(OHCH2)n-C{OK n = 0-7. 

[0004] Similariy, European Patent Application No. EP1118336 discloses conjugates of 
somatostatin analogs, e.g., octreotide, lanreotide. and vapreotide, and a cytotoxic drug, such as 
paclitaxel, doxorubicin, or camptothecin, through a spacer, wherein the spacer is also indicated 
to have the structure: -C(0)-(CH2)n-C(0)-, n = 0-7. 

[0005] U.S. Patent Application Publication No. 2002/0115596 discloses conjugates of cytotoxic 
agents and oligopeptides in which the amino acid sequences of the peptides are indicated to be 
cleaved preferentially by free prostate specific antigen. Such conjugates are said to be useful for 
the treatment of prostate cancer and benign prostatic hyperplasia. 

[0006] U.S. Patent Application Publication No. 2003/0064984 discloses conjugates of cytotoxic 
analogs of CC-1065 and the duocannycins with cleavable linker arms and a targeting agent 
such as an antibody or a peptide. The cytotoxic analogs are indicated to be released upon 
cleavage of the linker. 



[0007] International Patent Application No. WO02/34237 discloses conjugates of active agents 
covaientiy attached directly to a polypeptide. The polypeptide is said to stabilize the active 
agent, e.g., in the stomach, through conformational protection. 

[0008] There remains, however, a significant need for targeted cytotoxic drugs with improved 

w 

properties in respect of targeting specificity, systemic toxicity, and phanmaookinetics, 

SUMMARY OF THE INVENTION 

[0009] The Instant Invention provides compounds comprising a cytotoxic moiety bound to a 
targeting moiety via a linker, e.g., as described by fomnula I: 

X-B1-B2-B3-B4-Z 
(I) 

[010] vyherein: 

[01 1] X is a cytotoxic or cytostatic agent; 

[012] each of B\ B^ B^ and B"^ is. Independently for each occurrence, (Doc)m» (Aepa)„, 
-(C(0)-A1-A2-A3-A4-A5-C(0))5- or (amino acid)p, 

[013] each of A1 and A5 is, independently for each occurrence, CR^R^; 

[014] each of R^ and R^ Is, Independently for each occurrence. H, F, Br, CI, I, C(i^)alkyi, 
C(2^)alkenyl, substituted C{i^o)alkyl, substituted C{2^)alkenyl, SR^ S(0)R*, or S(0)2R^. or R^ 
and R^ together can form a C(3^)cycloaIkyi. C(3^)heterocycle, or C(Mo)aryl ring; 

[015] each of R^, R^ and R® Is, independently for each occurrence, C(i^o)alkyl, C(2^)alkenyl, 
substituted C(i^o)alkyl, or substituted C{2^o)alkenyl; 

[016] each of A^ A^ and A^ Is, Independently for each occurrence, CR®R^, O. S, (CH2)i or 
absent; 

[017] each of R® and R^, independently for each occunrence, H, F, Br, CI, I, C(i-3o)alkyl, 
C(2^)alkenyl, substituted C(,^o)alkyl, substituted C(2^o)alkenyl, SR^ S(0)R^, or S{0)2R^; 

[01 8] or R® and R^ together may form a ring system; 

[019] m Is, independently for each occunrence, 0.1,2. 3, 4, 5, 6, 7, 8, 9, or 1 0; 

[020] n is, independently for each occurrence, 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; 

[021] p Is, Independently for each occunrence, 0, 1 , or 2; 



[022] s is, independently for each occun-ence, 1 . 2, 3, 4, or^; 
[023] t is, independently for each occurrence, 0, 1 , 2, or 3; 

[024] Z is a ligand of a biological receptor, an analog thereof, or a derivative of said ligand or 
of said analog; 

[025] provided that: 

[026] when X is doxorubicin or a doxorubicin derivative, at least one of m and n is not 0; and 

[027] when X is paclitaxel or a paclitaxel derivative, then is (amino acid)p and p is 1 or 2; 

[028] A first preferred embodiment features a compound according to formula (I) wherein X is 
a cytotoxic moiety. More preferably X is an anthracydine. More preferably still X is 
camptothecin, a camptothecin derivative, paclitaxel, a paclitaxel derivative, doxorubicin, or a 
doxorubicin derivative; provided that: when X is doxorubicin or a doxorubicin derivative, at least 
one of m and n is not 0, and when X is paclitaxel or a paclitaxel derivative, then is (amino 
acid}p and p is 1 or 2; 

[029] In a further preferred embodiment of said first preferred embodiment said the invention 
features compounds of formula (I) wherein: 

[030] X is camptothecin or a camptothecin derivative, wherein said camptothecin derivative is: 



[031] 




[033] 
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[035] 




; or 



[036] 
[037] 




or X is paclitaxel or a paclitaxel derivative, wiierein said padi^xel derivative is: 




[038] 

[039] or X is doxorubicin or a doxorubicin derivative, wiierein said doxorubicin derivative is: 




[041] A second preferred embodiment features a compound according to fonmula (I) wherein 
the ligand of Z is a somatostatin, a bomt>esin, or an LHRH, or an analog thereof, or a derivative 
of said ligand or of said analog. 

[042] In a further preferred embodiment of said second preferred embodiment the invention 
features compounds of formula (i) wherein Z is: 

[043] a somatostatin analog according to the formula: 



[044] -DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2; 

[045] -DPhe-cyclo(Cys-<3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2; 

[046] -DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2; 

[047] -DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2; 

[048] -Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2; 

[049] -Caeg-cyclo(DCys-Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2; 

[050] -D2Nal-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-Thr-NH2; 

[051 ] -DPhe-cyclo[Cys-Phe-DTrp-Lys-Thr-Cysl-Thr-ol; 

[052] cyclo({4-(-NH-C2H4-NH-CO-0)Pro}-Phg-DTrp-Lys-Tyr(4-Bzl)-Phe);or 

[053] -DPhe-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-'Trp-NH2; 

« 

[054] or an LHRH analog according to the formula: 

« 

[055] -Glp-His-Trp-Ser-Tyr-DLys(-)-Leu-Arg-Pro-Gly-NH2; 

[056] .GIp-His-Trp-Ser-Tyr-DOrn(-)-Leu-Arg-Pro-Gly-NH2; 

[057] -.GIp-His-Trp-Ser-Tyr-DDab(-)-Leu-Arg-Pro-Gly-NH2; 

[058] -Glp-His-Trp-Ser-Tyr-DDap{-)-Leu-Arg-Pro-Gly-NH2; 

[059] -Glp-His-Trp-Ser-Tyr-DApa(-)-Leu-Arg-Pro-Gly-NH2; 



[060] -Glp-His-Trp-Ser-Tyr-DLys(->-Leu-Arg-Pro-NHEt; 

[06 1 ] .GIp-His-Trp-Ser-Tyr-DOm(-)-Leu-Arg-Pro-NHEt; 

[062] -Glp-His-Trp-Ser-Tyr-DDab(-)-Leu-Arg-Pro-NHEt; 

[063] -GIp-His-Trp-Ser-Tyr-DDap(-)-Leu-Arg-Pro-NHEt; 

[0641 -Glp-Hls-Trp-Ser-Hls-DLys(-)-Trp-Tyr-Pro-Gly-NH2; 

[0651 -Glp-His-Trp-Ser-Hls-DOrn(-)-Trp-Tyr-Pro-Gly-NH2; 

[0661 -Glp-Hls-Trp-Ser-His-DDab(-)-Trp-Tyr-Pro-Gly-NH2; or 

[0671 .GIp-His-Trp-S.er-His-DDap(-)-Trp-Tyr-Pro-Gly-NH2: 
[068] or a isombesin analog according to the formula: 

[0691 -Gln-Trp-Ala-Val-Gly-His-Leu-4'(CH2:-NH)-Leu-NH2; 

[070] -Gln-Ttp-Ala-Val-Gly-His-Leu-H'{CH2:-NH)-Phe-NH2; 

[071 1 -Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2; 

[0723 -Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH2; 

[073] -Gln-Trp-Ala-Val-Gly-His-Ley-Met-NH2; 

[074] -Gln-Tip-Ala-Val-Gly-His-Phe-Met-NH2; 

[075] -GIn-Trp-Ala-Val-pAla -His-Phe-Nle-NH2; 

[076] -GIn-Trp-Ala-Ala-pAla -His-Phe-Nle-NHa; 

[077] -Gln-Trp-Ala-Val-pAla -His-Ala-Nle-NH2: 

[078] -GIn-Trp-Ala-Val-pAla -AIa-Phe-Nle-NH2; 

[079] -Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NHa; 

[080] -DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-V{CH2;-NH)-Leu-NH2; 

[081] -DPhe-Gln-Trp-AIa-Val-Gly-Hls-Leu-M'CCHz'rNH^Phe-NHa; 

[0821 -DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2; 

[083] -DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHz; 

[084] -DPhe-Gln-Trp-Ala-Val-GIy-His-Leu-Met-NH2; 

[085] -DPhe-Gln-Trp-Ala-Val-Gly-His-Phe-Met-NHa; 

-6- 



[086] 



-DAIa-Gln-Trp-Ala-Val-pAla -His-Phe-Nle-NHa; 



[0871 



-DPhe-Gln-Trp-Ala-Val-pAIa -His-Phe-Nle-NHa; 



[088] 



-DPhe-Gln-Trp-Ala-Ala-pAla -His-Phe-Nle-NHz; 



[089] 



-DPhe-Gln-Trp-Ala-Val-pAla -His-Ala-Nle-NHs; 



[090] 



-DPhe-GIn-Trp-AIa-Val-pAla -Ala-Phe-NIe-NHa; or 



[091] 



-DPhe-GIn-Trp-Ala-Val-Gly-His-Leu-Leu-NH2, 



[092] A third preferred embodiment features a compound according to formula (I) wherein at 
least one of m and n is not 0. 

[093] A fourth preferred embodiment features a compound the structure of which is specifically 
disclosed herein. More preferred are compounds and intermediates described in examples 1-75 
herein. More preferred still are compounds of examples 19-25, 28-32, 40-42, 45-65, and 74-75. 

[094] in a fifth preferred embodiment is featured a compound selected from the compounds 
listed in Appendix A. 

[095] In a sixth preferred embodiment is featured a compound selected from the compounds 
listed in Appendix B. 

[096] In a seventh preferred embodiment is featured a compound selected from the 
compounds listed in Appendix C. 

[097] In an eighth prefenred embodiment is featured a compound selected from the 
compounds listed in Appendix D. 

[098] In a ninth preferred embodiment is featured a compound selected from the compounds 



listed in Appendix E. 

[099] In a tenth preferred embodiment Is featured a compound selected from the compounds 
listed in Appendix F. 

[0100] In a eleventh prefen-ed embodiment is featured a compound selected from the 
compounds listed in Appendbc G. 

[0101] In a twelfth preferred embodiment is featured a compound selected from the compounds 
listed in Appendix H. 

[0102] In a thirteenth prefenred embodiment is featured a compound selected from the 
compounds listed in Appendix i. 



[0103] In a fourteenth preferred embodiment is featured a compound according to the fomiula: 




[0104] 



-(Doc)4-Lys-DTyr-DTyr-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2. 




[0105] 



[0106] 



[0107] 



-(Doc)6-Lys-DTyr-DTyr-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2. 




-Lys-DTyr-DTyr-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2. 




-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cy8)-Thr-NH2 . 




[0108] 



--(Doc)4-Aepa-Lys-DTyr-DTyr-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2. 




[0109] 



-(Doc)4-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2. 




-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2. 



[0112] or a pharmaceutically acceptable salt thereof. 

[0113] As used herein the term "amino acid" refers to any naturally occuning and unnatural 
amino adds, including but not limited to a-amino acids, p-amino acids, y-amlno adds, and may 
be either D-amino adds or L-amino adds unless othenwise Indicated. With the exception of the 
N-terminal amino add, all abbreviations (e.g. Ala) of amino adds in this disdosure stand for the 
stnicture of -NH-C(R)(R')-CO-, wherein R and R' each is, inbependently, hydrogen or the side 
chain of an amino add (e.g., R = CH3 and R' = H for Ala), or R and R' may be Jdned to form a 
ring system. For the IM-temnlnal amino add, the abbreviation stands for the structure of (R^R^)- 
N-C(R)(R')-CO-, wherein R^ and R* are as defined In formula (I). 

[0114] An exemplary list of preferred amino adds includes, but is not limited to. Ala, Arg. Asp. 
Asn. Cys. Glu, Gin, Gly. His, lie. Leu, Lys. Met. Phe. Pro, Ser, Thr. Trp. Tyr, Val, p-Ala, Act, 
Ape. Gaba. Apn. Ahx, Ahp. Aoc. Anc. Adc, Aun. Ado. Acc, A3c, A4c. A5c A6c. Aib, Om, Dab. 
Dap. hArg, 4Pal, SPal, 2Pal, Abu, Cha. Clt. NIe, Nva. Taz. 2Thl, 3Thi. Dhp. Dmt, 2Fua. 3Hyp. 
4Hyp, Inc. Inp. Ktp, hLeu. Oic. hPhe. Pip, Sar. Thz, Tic. Tie, Phg and Caeg. 

[0116] The peptide portion of compounds of the invention may also be denoted herein by 
another format, e.g., CTyr")Somatostatin(1-14)-NH2, with the substituted amino acld(s) from the 
natural sequence placed between the first set of parentheses (e.g., Tyr" for Phe" in 
somatostatin). The numbers between the second set of parentheses refer to the number of 
amino adds present in the peptide (e.g., somatostatln(1-11) refers to amino adds 1 through 11 
of the peptide sequence for somatostatin). The designation "NH2" in e.g., (Tyr")Somatostatin(1- 
14)-NH2, indicates that the C-terminus of the peptide Is amidated. (Tyr")Somatostatin(1-14), or 
alternatively (Tyr")Somatostatin(1-14)-OH, Indicates that the C-terminus is the free add. 



[0116] '*Alkyl" refers to a hydrocarbon group containing one or more carbon atoms, where 
multiple carbon atoms if present are joined by single bonds. The alkyi hydrocarbon group may 
be straight-chain or contain one or more branches or cyclic groups. 

[0117] "Substituted alkyl" refers to an alkyl wherein one or more hydrogen atoms of the 
hydrocarbon group are replaced with one or more sut)stituents selected from the group 
consisting of halogen, (i.e., fluorine, chlorine, bromine, and iodine), -OH, -CN, -SH. -NH2, 
-NHCH3, -NO2, -C1.2 alkyl substituted with 1 to 6 halogens. -CF3, -OCH3, -OCF3, and 
-(CH2WCOOH. In different embodiments 1, 2. 3 or 4 substltuents are present. The presence of 
-(CHaWCOOH results in the production of an alkyl acid. Examples of alkyl acids containing, or 
consisting of, -(CH2WCOOH include 2-norbomane acetic acid, tert-butyric add and 
3-cyclopentyl propionic acid. 

[0118] "Heteroalkyr refers to an alkyl wherein one of more of the carbon atoms in the 
hydrocarbon group are replaced with one or more of the following groups: amino, amido, -0-, or 
carbonyi. In different embodiments 1 or 2 heteroatoms are present. 

* 

[01 19] "Substituted heteroalkyl" refers to a heteroalkyi wherein one or more hydrogen atoms of 
the hydrocarbon group are replaced with one or more substltuents selected from the group 
consisting of halogen, (I.e., fluorine, chlorine, bromine, and Iodine), -OH, -CN, -SH, -NH2, 
-NHCHg, -NO2. -C,.2 alkyl substituted with 1 to 6 halogens, -CF3, -OCH3. -OCF3, and 
-(CH2)o^-COOH. In different embodiments 1 . 2, 3 or 4 substituents are present. 

[0120] "Alkenyl" refers to a hydrocarbon group made up of two or more carbons where one or 
more carbon-carbon double bonds are present The alkenyl hydrocarbon group may be straight- 
chain or contain one or more branches or cyclic groups. 

[0121] "Substituted alkenyl" refers to an alkenyl wherein one or more hydrogens are replaced 
with one or more substituents selected from the group consisting of halogen (i.e., fluorine, 
chlorine, bromine, and Iodine). -OH, -CN, -SH, -NH2. -NHCH3, -NO2, -C^^ alkyl substituted with 
1 to 6 halogens, -CF3, -OCH3. -OCF3, and -(CH2)o:4-COOH. In different embodiments 1 , 2, 3 or 4 
substituents are present. 

[0122] "Aryl" refers to an optionally substituted aromatic group with at least one ring having a 
conjugated pi-electron system, containing up to two conjugated or fused ring systems. Aryl 
includes carbocyclic aryl, heterocyclic aryl and biaryl groups. Preferably, the aryl is a 5 or 6 
membered ring. Preferred atoms for a heterocyclic aryl are one or more sulfur, oxygen, and/or 
nitrogen. Examples of aryl include phenyl, 1-naplithyl, 2-naphthyl, indole, quinoline, 2-imidazole. 
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and 9-anthracene. Aryl substituents are selected from the group consisting of -Ci^ alkyi, -Ci^ 
alkoxy, halogen (i.e., fluorine, chlorine, bromine, and Iodine), -OH, -CN. -SH, -NH2, -NO2, -0^2 
alkyI substituted with 1 to 5 halogens, -CF3, -OCF3, and -(CH2WCOOH. In different 
embodiments the aryl contains 0, 1 ,2, 3, or 4 substituents. 

[0123] "Alkylaryl" refers to an "alkyI" joined to an "aryl". 

[0124] The term cydoaikyl is Intended to Include a mono-cycloalkyi group or a bi-cycloalkyi 
group of the Indicated carbon number known to those of skill in the art. 

[0125] The term hetero(^cle Include^ mono-cyclic and bi-cycllc systems having one or more 
heteroatoms, such as oxygen, nitrogen and/or sulfur. The ring systems may be aromatic, for 
example pyridine. Indole, quinoline, pyrimidine, thiophene (also known as thienyl), furan, 
benzothlophene, tetrazole. dihydroindole, indazole, N-fonmylindole, benzlmldazole, thiazole, and 
thiadlazole. The ring systems also may be non-aromatic, for example pyrrolidine, piperidine, 
morpholine and the like. 

[0126] The chemist of ordinary skill will recognize that certain combinations of heteroatom- 
oontaining substituents listed In this Invention define compounds which will be less stable under 
physiological conditions. Accordingly, such compounds are less preferred. . 

[0127] Doc Is 8-amino-3,6-dioxaoctanolc acid, represented by the structure: 



[0128] 

[0129] Aepa Is 4-(2-aminoethyl)-1-carboxy methyl-piperazlne, represented by the structure: 




[0130] 

[0131] Sue is succinyl, represented by the structure: 





[0132] 



o 



[0133] Camptothecin moiety: 




[0135] Camptothecin derivative moieties include but are not limited to: 




-12- 



[0141] Doxorubicin moiety: 




[0142] 



[0143] Doxoaibicin derivative moieties include but are riot limited to: 




OH 



[0144] 



H.C'° O OH O 



[0145] DLys(*) is represented by the structure: 




[0146] DOm(-) is represented by the structure: 



§ 



[0147] DDab(-) is represented: 



Hljl^ * 
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NH 



[0148] DDap(-) is represented by the structure: 



XT 



Z 

[0149] DApa(-) is represented by the structure: ^ 
[0150] Abu a-aminobutyric acid 

[0151] Acc 1-amino-1-cycIo(C3-C9)all<yl carboxylicacid 

[01 52] A3c 1 -amino-1 -c^clopropanecarboxylic acid 

[01 53] A4c 1 -amino-l -cyclobutanecarboxylic acid 

[01 54] A5c 1 -amino-1 -cyclopentanecarboxylic acid 

[0155] A6c 1-amIno*1-cyclohexanecarboxylicacid 

[0156] Act 4-amino-4-carboxytetrahydropyran, represented by the structure: 




[0157] 

[0158] Alb a-aminolsobutyrtc acid 

[0159] Ala or A alanine 

[0160] &-Ala beta-^alanine 
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[0161] Ape 



[0163] hArg 



[0166] Cha 



[0168] Dab 

[0169] Dap 

[0170] Dhp 

[0171] Dmt 

[0172] 2Fua 

[0173] Gin or Q 

[0174] GluorE 

[0175] GlyorG 

[0176] His or H 

[0177] 3Hyp 
acid 

[0178] 4Hyp 
[0179] lie or I 
[0180] Inc 
[0181] Inp 
[0182] Ktp 



denotes the structure: 




[0162] Arg or R arginine 



homoarginine 



[0164] Asn or N asparagine 
[0165] Asp or D aspartic acid 



ll-cyclohexylalanine 



[0167] CysorC cysteine 



2.4-diaminobutyric acid 

2.3- diaminopropionic acid 

3.4- dehydroproline 

5.5- dimetliylthiazolidine-4-carboxyHc acid 
&-(2-furyl)-alanine 

giutamine 
glutamic acid 
glycine 
histidine 

trans-3-hydroxy-L-prollne, i.e., (2S, 3S)-3-hydroxypyrroIidine-2-carboxylic 



4-hydroxyproline, i.e., (2S, 4R)-4-hydroxypyrrolldine-2-carboxylic acid 
isoleucine 

indoline-2-carboxylic acid 
isonipecotic acid 
4-l(etdproline 
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[0183] Leu or L 
[0184] hLeu 
[0185] Lys or K 
[0186] Met or M 
[0187] NIe 
[0188] Nva 
[0189] Oic 
[0190] Om 
[0191] 2Pal 
[0192] 3Pal 
[0193] 4Pal 
[0194] PheprF 
[0195] hPhe 
[0196] Pip 
[0197] Pro OTP 
[0198] Sar 
[0199] SerorS 



leucine 

homoleucine 

lysine 

methionine 

norleuclne 

norvaline 



octahydroindoIe-2-carboxylic acid 
ornithine 

a-(2-pyridinyl)alanine 

Il-(8-pyndinyl)alanine 

fi-(4-pyridinyl)alanine 

phenylalanine 

homophenyialanine 

pipecolic acid 

proline 



Sarcosine 



serine 



[0200] 



[0201] 2Thl 
[0202] 3Thl 
[0203] Thr or T 



fi-(4-thiazolyl)alanine, Le., 
&-(2-thienyl)alanIne 
ll-(3-thienyl)alanine 
threonine 



H 



[0204] Thz 



thlazolidine-4-carboxylic add 
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[0205] Tic 1.2.3,4-tetrahydrolsoquinollne-3-carboxylicacid 

[0206] Tie tert-Ieucine 

[0207] TrporW ttyptophan 

[0208] TyrorY tyrosine 

[0209] ValorV valine 

[0210] Gaba 4-Aminobutyric acid 

■ 

[0211] Apn 5-Aminopentanoic add 

[021 2J Ahx 6-Aminohexanoic add 

[0213] Ahp 7-Aminoheptanoic acid 

[0214] Aoc 8-Aminooctanoic add 

[0215] Anc 9-Aminononanoic acid 

[0216] Ado 10-Aniinodecanoicacid 

[0217] Aun 11-Aminoundecanoicacfd 

[0218] Ado 12-Aniinododecanoicacid 

[0219] Phg Phenylglycine 

[0220] Caeg denotes the structure: 



[0221] 




[0222] Certain other abbreviations used herein are defined as follows: 
[0223] Aloe: Allyloxycarbonyl 
[0224] Boc: tert-butyloxycarbonyl 
[0225] Bhoc benzhydryloxycarbonyt 
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[0226] Bzl: 

[0227] DCM: 

[0228] DIC: 

[0229] DIEA: 

[0230] Dmab: 
benzyl 

[0231] DMAP: 
[0232] DMF 
[0233] DNP: 
[0234] Fmoc: 



benzyl 

dichloromethane 

N, N-diisopropylcarbociiimide 

diisopropylethyt amine 

4-{N-(1-(4,4-dlmethyl-2.6-dioxo(^dohexylidene)-3-methylbutyl)-amino} 



4-(dimethylamino)pyridine 
dimethylfomfiamide 
2,4-dinitrophenyl 
Fluorenylmethyloxycarbonyi 



[0235] HBTU: 2-(1H-benzotriazole-1-yl)-1,1.3,3-tetramethyluronium 
hexafluorophosphate 



[0236] cHex 



cydohexyl 



[0237] HOAT: 0-(7-azabenzotria2ol-1-yl)-1,1.3.3-tetramethyluronium 
hexafluorophosphate 



[0238] HOBt: 
[0239] Mmt: 
[0240] NMP: 
[0241] Pbf: 
[0242] tSu 
[0243] TIS 
[0244] TOS: 
[0245] tit 
[0246] TFA: 
[0247] TFFH: 
[0248] Z: 



1 -hydroxy-benzotriazole 
4-methoxytrityl 

* 

N-methylpyrrolidone 

2.2,4,6,7-pentamethyldihydrobenzofuran-5-sulfonyl 

tert-butyl 

triisopropylsllane 

tosyl 

trityl 

trifluoro acetic acid 

tetramethyifluoroforamidtnium hexafluorophosphate 
benzyioxycarbonyl 
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[0249] Example 1 

(02501 H-Lys(BocH)Tyr(tBu)-DTyr(ffiu^Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Boc)-AIXHCys(T^ 
Thr(tBu)-Rink Amide MBHA Resin 

[0251] The titled protected peptide-resin was automatically synthesized on an Applied 
Blosystems (ABI) (Foster City, CA) model 433A peptide synthesizer by using 
Fiuorenylmetiiyioxycarbonyl (Fmoc) chemistry A Rink Amide MBHA (4- 
methylbenzylhydrylamlne) resin (Novabiochem, San Diego, CA) with substitution of 0.72 mmol/g 
was used. The following Fmoc amino acids (AnaSpec, San Jose, CA) were used: Fmoo- 
Thr(tBu)-OH, Fmoc-Cys(Trt)-OH, Fmoc-Lys(Boc)-OH. Fmoc-DTrp(Boc)-OH, Fmoo-Tyr(tBu)-OH, 
Fmoc-DTyr(tBu)-OH Fmoc-Phe-OH, Fmoo-Cys(Trt)-OH, Fmoo-Thr(tBu)-OH, and Fmoc-Abu- 
OH. The synthesis was carried out on a 0.26 mmol scale. The Fmoc groups were removed by 
treatment with 20% piperidine in N-methylpyrroiidone (NMP) for 30 min. In each ojupiing step, 
the Fmoc amino acid (4 eq, 1 nimol) was first pre-actlvated in 2 mL of a solution containing 
0.45M 2-(1-H-benzotriazole-1-yl)-1,1.2.3-tetramethyluronlum hexafluorophosphate (HBTU) and 
0.45M 1-hydroxy-benzotriazole (HOBT) in W.AWimethylformamlde (DMF). The resulting 
activated amino acid ester. 1 mL of diisopropylethylamlne (DIEA) and 1 mL of NMP were added . 
to the resin. The ABI 433A peptide synthesizer was programmed to perform the following 
reaction cycle: (1) washing with NMP, (2) removing Fmoc protecting group with 20% piperidine 
In NMP for 30 mIn. (3) washing with NMP, (4) coupling with pre-activated Fmoc amino acid for 
1h. The resin was coupled successively according to the sequence. After peptide chain was 
assembled, the Fmoc was removed and the resin was washed completely by using DMF and 
dichloromethane (DCM). 

[0252] Example 2 

[02531'H-Doc-Doc-Doo-Doc-Lys{Boc)-DTyr(tBu)-DTyr(tBu)-Cys(Trt)-Tyr(tBu)-DT^ 
Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)"Rink Amide MBHA Resin 

[0254] The titled protected peptide-resin was synthesized substantially according to the 
procedure described in Example 1 . Fmoc-8-amino«3, 6-dioxaoctanoic acid (Fmoc-Doc-OH) was 
purchased from Chem-lmpex Intematoinal, Wood Dale. IL After the assembly of H-Lys(Boc)- 
DTyr{tBu)-DTyr(tBu)-C^s(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Boc)-Abu-Cys(^^ Amide 
MBHA Resin (0.45 mmol scale), the protected peptide-resin was transfen^ed Into a reaction 
vessel on a shaker for manual synthesis. The resin was shaken v^rtth a DMF solution of Fmoo- 
Doc-OH (1,5 eq, 0.75 mmol). N, N-dlisopropylcarbodiimlde (DIG, 1.5 eq, 0.75 mmol) and HOBT 
(1.5 eq, 0.75 mmol) for 2 h. The resin was washed with DMF and treated with 20% piperidine in 
DMF to remove Fmoc protecting group. The rest of the three Doc residues were sequentially 
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coupled to the resin using the same manual operation procedure. After removing Fmoc 
protecting group with 20% piperidine in DIViF, the protected peptide-resin was washed with DMF 
and DCM. 

. [0255] Example 3 

[0256] H-Doo-Doc-Doc-Doc-Doo-Doc-Lys(Boc)-DTyr(tBu)-DTyr(tBu)-Cys(Trt)-Tyr(tBu)- 
DTrp(Boc)-Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)-Rink Amide MBHA Resin 

[0257] The titled protected peptide-resin was synthesized substantially according to the 
procedure described in Example 2 . 

[0258] Example 4 

[0259] H-Aepa-Lys(Boc)-DTyr(tBu)-DTyr(tBu)-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-L^^ 
Cys(Trt)-Thr(tBu)-Rink Amide l\/IBHA Resin 

[0260] The titled protected peptide-resin was synthesized substantially according to the 
procedure described in Example 1 , Fmoc-4-(2-aminoethyl}-1-carboxymethyl-piperazine (Fmoc- 
Aepa-OH) was purchased from Neosystem, Strast>ourg, France. After the assembly of IH- 
Lys(Boc)-DTyr(tBu^DTyr(tBu)-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys{Boc)-Abu-Cysa^^ 
Rink Amide MBI-IA Resin, the protected peptide-resin was transferred into a reaction vessel on 
a shaker for manual synthesis. The Fmoc-Aepa-OH (1 .5 eq, 0.75 mmol) was pre-activated with 
0-(7-azabenzotriazoH-yl)-1,1,3,3-tetrametiiyluronium hexafluorophosphate (HATU, 1.4 eq, 0.7 
mmol) and 1-hydroxy-7-azabenzotriazole (HOAT, 1.4 eq., 0.7 mmol) in 2 mL of DMF for 2 min. 
The resulting activated ester of Fmoc-Aepa-OH and 1 mL of DIEA were added into the reaction 
vessel and the mixture was shaken for 2h. The resin was washed with DMF and treated with 
20% piperidine in DMF to remove Fmoc protecting group. The protected peptide-resin was 
washed with DMF and DCM. 

[0261] Examples 

[0262] H-Doc-Doc-Doc-Doc-Aepa-Lys(Boc)-DTyr(tBu)-DTyr(tBu)-Cys(Trt)-Tyr(tBu)-DTrp(Boc)- 
Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)-Rink Amide MBHA Resin 

* • 

[0263] The titled protected peptide-resin was syntiiesized substantially according to the 
procedure described in Exanripie 4 . The couplings of Fmoo-Doc-OH were performed according 
to the corresponding procedure described in Example 2 . 

[0264] Example 6 

[0265] H-DPhe-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)-Rlnk Annide 
MBHA Resin 
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[0266] The titled protected peptide-resin was synthesized substantially according to the 
procedure described in Example 1 , Fmoc-DPhe-OH was purchased from AnaSpec. San Jose, 
CA. 

[0267] Example 7 

(02681 H-Aepa-DPhe-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)-Rink Amide 
MBHA Resin 

[0269] The titled protected peptide-resin was synthesized substantially according to the 
procedure described in Example 4 > 

[0270] Examples 

[0271] 5-0-tBoc-gIycyl-5-(R)-ethyl-9,1 0-difluoro-1 ,4,5,1 3-tetrahydro-3H,1 5H- 
oxepino[3',4":6'7]indolizlno[1.2-b]quinoline-3,15-dlone: 




[0272] ° 

[0273] 5-(R)-Ethyl-9,1 0-difluoro-1 ,4,5,1 3-tetrahydro-5-hydroxy-3H. 1 5H- 

oxepino[3',4';6,7]indolizino[1,2-to]quinoline-3,15-dione (300 mg), Boc-Gly-OH (923 mg, 7eq.) 
and 4-(dimethylamlno)pyridine (DMAP) (560.4 mg. 6 eq.) were dissolved in a mixed solvent 
system of DCiVI and DMF (30 mL, v/v, 30/0.5). To the solution was added 1*(3- 
dimethylaminopropyl)-3-ethylcarbodlimide liydrochloride (EDC) (1.08 g, 7.5 eq.). The mixture 
was stirred overnight at room temperature and the solvents were removed under reduced 
pressure. The residue was dissolved in 100 mL of OCM and washed successively with 10% 
citric acid aqueous solution (20 mL x 2), saturated NaHCOa (20 mL x 2) and brine (10 mL x 3). 
The organic layer was dried over MgS04, filtered and evaporated under reduced pressure. The 
crude product was purified by a flash chromatography on a silica gel column using 10% 
methanol in DCM as the eluent to give a pure product of 5-O-tBoc-gIycyl-5-(R)-ethyl-9,10- 

difluoro-1,4,5,13-tetraHydro-3H.15H-oxeplno[3\4':6,7]ihdolizlno[1,2-fc]quinoline-3,15-dione- 330 

« 

mg, TLC (silica gel, DCM/MeOH: 9/1): RpO.43. Electro-spray Ionization mass spectmnetry 
(ESI MS) analysis gave the molecular weight at 556.4 (In agreement with the calculated 
molecular weight of 555.5). 

[0274] Example 9 

[0275] 5-O-glycyl-5-(R)-Ethyl-9,10-dtfluoro-1.4,5,13-tetrahydro-3H,15H- 
oxepinol3',4':6,7lindolizinG[1,2-blquinoline-3,15-dione TFA salt 
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«>Y">aH, TFA 

[0276] * 
[02771 5-0-tBoc-glycyl-5-{R>ethyl-9,1 0-difluoro-1 .4.5,1 3-tetrahydro-3H, 1 5H- 

oxepino[3\4':6,7]inclollzino[1 ,2-d]quinoline-3,15-dione (330 mg) was treated with 30% 

trifluoroacetic acid (TFA) solution in DCM under nitrogen for 1h. TFA and solvent were removed 

under reduced pressure. The residue was triturated with cold ether to give a light yellow 

powder. TLC (silica gel, DCM/MeOH: 9/1): RpO.13. ESI MS analysis gave the molecular weight 

at 456.0 (in agreement with the calculated molecular weight of 455-4). 

[0278] Example 10 

[0279] 5-0-(N-glutaryl-glycyl)-5-(R)-Ethyl-9, 1 0-difluoro-1 ,4,5, 1 3-tetrahydra-3H, 1 5H- 
oxepino[3'.4':6,7]indollzinoI1 ,2-fclqulnoline-3,1 5-dione 




[0280] 

[0281] A mixture of 5-O-glycyl-5-(R)-ethyl-9,10-difluoro-1 ,4.5,1 3-tetrahydro-3H, 1 5H- 
oxepino[3',4':6,7]indoH2ino[1,2-ib]quinoline-3,1 5-dione (208 mg, 0,37 mmol), glutarlc anhydride 
(66 mg, 0.58 mmol, 1 .5 eq.) and triethylamine (243 mL) in DMF (7 mL) was stirred at room 
temperature for 3h. The solvent was removed under reduced pressure. The residue was 
dissolved In water (10 mL) and the pH of the solution was adjusted to 3 by adding 0.5N HCI 
solution at 0 ^'C. The precipitate formed was collected by filtration and washed with cold water 
and ether. After drying under reduced pressure, a solid was obtained (160 mg). Yield was 
77%. ESI MS analysis gave the molecular weight at 570.0 (in agreement with the calculated 
molecular weight of 569.5). Purity was 98% based on analytical HPLC analysis. 

[0282] Example 1 1 

[0283] 5-0-(N-:Succinyl-glycyl)-5-(R)-Ethyl-9,1 0-dlfluoro-1 ,4,5,1 3-tetrahydro-3H,1 5H- 
oxepino[3',4';6,71indollzino[1 ,2-f)]quinoline-3,1 5-dione 




[0284] * 
[0285] The titled compound was synthesized substantially according to the procedure described 

in Example 10 by using succinic anhydride. The yield was 86%. ESI l\/IS analysis gave the 
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molecular weight at 556.2 (in agreement with the calculated molecular weight of 555.50). Purity 
was 96% based on the analytical HPLC analysis. 

[0286] Example 12 
[02871 Camptothecin-20-(S)-[O-(tBoc-glycyl)l 




[0288] 

[0289] Camptothecin (0.79 g, 2.2 mmoi), Boc-GIy-OH (1.2 g, 6.8 mmol, 3 eq.) and DMAP (0.83 
g, 6.8 mmol, 3 eq.) were dissolved in a mixed solvent system of DCM and THF (18 mL, v/v, 
5/1 ). The mixture was cooled in an ice-water bath. To it was added 1 ,3-diisopropylcarbodiimide 
(DIC) (1.1 mU 6.8 mmol, 3.1 eq.). After stirring at 0 for 0.5h, the mixture was warmed to 
room temperature and stirred overnight. The solution was diluted with 50 mL of DCM and 
washed successively with 10% citric acid aqueous solution (20 mL x 2), saturated NaHCOa (20 
mL X 2) and brine (10 mL x 3). The organic layer was dried over MgS04, filtered and 
evaporated under reduced pressure to dryness. The crude product was purified by a flash 
chromatography on a silica gel column using 4% methanol in DCM as the eluent to give a pure 
product of camptothecin-20-(S)-(O-tBoc-glycyl) (1.07 g, white solid). TLC (silica, DCM/MeOH: 
9/1): Rt=0.6. MS ESI analysis gave the molecular weight at 506.3 (in agreement with the 
calculated molecular weight of 505.53). 

[0290] Example 13 
[0291] Camptothecin-20-(S)-(O-glycyl) TFA salt 




[0292] 

[0293] Camptothecin-20-(S)-[O-(Boc-glycyI)] (1.07g. 2.1 mmol) was treated with 50% TFA in 
DCM under N2 for 1h. TFA and the solvent were removed under reduced pressure. The residue 
was triturated with cold ether. The precipitate fomied was collected by filtration and washed with 
cold ether, yielding a light yellow powder (0.9 g, 1.78 mmol). Yield= 83%, TLC (silica gel, 
DCM/MeOH: 9/1): Rf -0.23. ESI MS analysis gave the molecular weight at 406.2 (in agreement 
with the calculated molecular weight of 405.41 ). 

[0294] Example 14 
[0295] Camptothecin-20-(S)-[O-(N-succinyl-glycyl)] 
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[0296] 

[0297] A mixture of camptothecin-20-(SHO-glycyl) TFA (0.9 g, 1.7 mmol), succinic anhydride 
(0.35g, 3.5 mmol, 2 eq.), and trtethylamine (0.72 mL, 3eq.) in DMF (10 mL) was stirred at room 
temperature for 5 min. The precipitate formed was collected by filtration. The solid collected 
was suspended in cold water (10 mL). The pH of the water suspension was adjusted to 2 by 
adding 5% aqueous citric acid solution. After stirring at 0 °C for 0.5 h, the precipitate was 
filtered, washed with cold water and ether, and dried under reduced pressure. 0.88 g (1.58 
mmol) of a solid was obtained. The yield was 99 %. ESI MS analysis gave the molecular weight 
at 505.7 (In agreement with the calculated molecular weight of 505.49). Purity was 99% based 
on analytical HPLC analysis. 

[0298] Example 15 . . 
[0299] Camptothecin-20-(S)-[O-(N-glutaryl-glycyl)] 




[0300] 

[0301] The titled compound was synthesized substantially according to the procedure 
in Example 14 by using glutaric anhydride. The yield was 75%. ESI MS analysis gave the 
molecular weight at 520.5 (in agreement with the calculated molecular weight of 519.52). Purity 
was 98% based on analytical HPLC analysis. 

[0302] Example 16 
[0303] Camptothecin-20-(S)-[O-(Boc-Valyl)] 




[0304] 

[0305] To a suspension of camptothecin (350 mg) and DMAP(180 mg) in DCM (10 mL) at 0 ""C 
was added a DCM solution of Boo-Vai-F (2 eq.), which was prepared by using a literature 
method (Carpino et al., J.Org.Chem.. 56. 261 1, 1991)- After stirring at 0-5 **C for 30 minutes, the 
mixture was warmed to room temperature and the stirring continued ovemight. The mixture was 
diluted with chlorofonm (30 mL). washed with water. 10% citric acid aqueous solution and 
saturated NaHCOs, dried over MgS04, and filtered. After removing the solvents under reduced 
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pressure, the residue was purified by a chromatography on a silica' gel column eluting with 
chlorofomi/acetone (9:1). The fractions containing the desired product were pooled and 
concentrated under reduced pressure, resulting in a solid. 

[0306] Example 17 
[0307] Camptothecln-20-(S)-(O-Valyl) TFA salt 



TFA 




[0308] ' 
[0309] Camptothecin-20-(S)-[O-(Boc-Valinyl)] obtained in Example 16 was treated with 35% 
TFA in chloroform (10 mL) for 30 min. TFA and solvent were removed in vacuo, yielding a solid. 
ESi MS analysis gave the molecular weight at 448.4 (in agreement with the calculated 
molecular weight of 447.50). 

[0310] Example 18 
[031 1] Camptothecin-20-(S)-[O-(N-succinyl-Valyl)] 

[0312] ^ 
[031 3J To a mixture of camptothecin-20-(SHO-Vaiyl) TFA salt (150 mg), succinic anhydride (4 
eq.), and DMAP (2 eq.) in chlorofomi (10 mL) was added triethylamine (6 eq.), Atter stirring at 
room temperature overnight, the mixture was diluted with chloroform (20 mL)* The resulting 
solution was washed with water and aqueous citric acid solution, dried over MgS04, and filtered. 
Solvent was removed In vacuo and the residue was triturated with acetone, 120 mg of the title 
compound was obtained. TLC (silca gel. chlorofonn/methanol=9:1): Rf=0.22, ESI MS analysis 
gave the molecular weight at 548,2 (in agreement with the calculated molecular weight of 
547.57), 

[0314] Example 19 

[031 5] {5-(R)-Ethyl-9. 1 0-difluoro-1 .4,5.1 3-tetrahydro-3H,1 5H-oxepino[3\4*:6.7]indolizjno[1 ,2- 

6]quinoline-3,15-dione-5-0-glycyl-glutaryl}-Doc-Doc-Doc-Doc-Doc-Doc-Lys-DTyr-DTyr- 
cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys-)-Thr-NH2 



[0316] 




(Doc)Q-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NHa 
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[03 1 7] H-Doo-Doo-Doo-Doo-Doo-Doo-Lys(Boc)-DTyr(tBu)-DTyr(tBu)-Cys(Trt)-Tyr(tBu)- 
DTrp(Boc)-Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)-Rlnk Amide MBHA Resin (0.196 mmol) of Example 
2 was mixed with 5-OKN-glutaryl-glycyl)-5-(R)-ethyl-9J0-difluoro-1,4,5J3-tetrahy 
oxepino[3',4':6J]indolizlnoI1,2-fc]quinoline-3,15-dione (0.123 g, 0.22 mmol, 1.1 eq.) (Example 
10), Die (136 ^iL, 0.88 mmol, 4.4 eq.) and 1-hydroxy-7-azabenzotriazol (HOAT) (30 mg, 0.22 
mmol, 1.1 eq.) in 5 mL of DCM. The mixture was shaken for 2 days. The resin was washed 
successively with DMF, methanol and DCM. After drying in the air, the resin was treated with a 
mixture of TFA, H2O and triisopropylsilane (TIS) (9.5 mL / 0.85 mL /0.8 mL) for 2h. The resin 
was filtered off and the filtrate was poured into 100 mL of cold ether. The precipitate was 
• collected after centrifuge. The crude product was dissolved In 100 mL. of 5% AcOH aqueous 
solution, to which iodine methanol solution was added dropwise until yellow color maintained. 
The reaction solution was stirred for additional 1h. 10% NaaSaOa water solution was added to 
quench the excess iodine. The crude product in the solution was purified on preparative HPLC 
system with a column (4 x 43 cm) of Cib DYNAMAX-100 A° (Varlan, Walnut Creek, CA). The 
column was eluted with a linear gradient from 80% A and 20% B to 55%A and 45% B in 50 
min., where A was 0.1% TFA in water and B was 0.1% TFA in acetonitrile. The fractions were 
checked by an analytical HPLC. Those containing pure product were pooled and lyophilized to 
dryness. Yield: 25%. The purity was 99.9% based on analytical HPLC analysis. ESI MS analysis 
gave the molecular weight at 2761.1 (in agreement with the calculated molecular weight of 
2761.04). 

[0318] Example 20 

[0319] {5-(R)-Ethyl-9.10-difluoro-1.4,5,13-tetrahydro-3H,15H-oxeplnoI3\4':6.7lindolizlno[^ 

/)]quinoIine-3,15-dione-5-0-glycyl-glutaryl}-Doc-Doo-Doo-Doo-Lys-DTyr-DTyr-cyclo(Cys-Tyr- 

DTrp-Lys-Abu-Cys)-Thr-NH2 

f^"*^^^ LVC^^ fl (^('^°^)4'Lys-DTyr-QTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-CysV^ 

[0320] 

[0321] The titled compound was synthesized substantially according to the procedure described 
in Example 19 by using H-Doo-Doc-Doo-Doo-Lys(Boc)-DTyr(tBu)-DTyr{tBu)-Cys(Trt)-Tyr(tBu)- 
DTrp(Boc)-Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)-Rink Amide MBHA Resin of Example 2 . Yield was 
21 .4 %. Purify: 99% based on analytical HPLC analysis. ESI MS analysis gave the molecular 
weight at 2471.2 (In agreement with the calculated molecular weight of 2471.727). 

[0322] Example 21 
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[03231 {5-(R)-Ethyl-9,1 0-dffluoro-1 ,4,5,1 3-tetrahydro-3H,15«-oxepino[3\4':6,7]indollzino[1 ,2- 
fi]quinoline-3,15Hlione-5-0-glycyl-succlnyl}-Aepa-DPhe-(yclo(Cys-Tyr-DTrp-^^ 




^S— Aepa-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

[03241 ^ 
[0325] The titled compound was synthesized substantially according to the procedure for 

Example 19 by using 5-0-(N-succinyl-glycyl)-5-(R)-ethyl-9, 1 0-difIuoro-1 ,4,5, 1 3-tetrahydro- 

3H,15H-oxeplno[3',4';6,7]indolizino[1,2-fc]quinoline-3,15-dione (Example 11 ^ and H-Aepa-DPhe- 

Cys(Trt)-Tyr(tBu^DTrp(Boc)-Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)-Rink Amide MBHA Resin 

(Example 7) . Yield was 48 %. Purity: 99.9% based oh analyical HPLC analysis. ESI MS analysis 

gave the molecular weight at 1739.8 (in agreement with the calculated molecular weight of 

1740.14). 

[0326] Example 22 

[0327] Camptothecin-20-(S>:O-glycyl-succinyl-DoG-Doc-Doc-Doc-Aepa-DPhe-cyclo(Cys-Tyr- 
DTrp-Lys-Abu-Cys)-Thr-NH2 

(DoG)4-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-AbUTCys)-Thr-NH2 

[0328] 

[0329] The titled compound was synthesized substantially according to the procedure for 
Example 19 by using camptothecin-20-(SHO-(N-succinyl-glycyl)] (Example 14) and H-Doc-Doc- 
Doc-Doc-Aepa-DPhe-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Boc)-Abu-Cys(Trt)-Thr{tBuV Rink Amide 
MBHA Resin. Yield was 32 %. Purity was 99 % based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 2269.0. (in agreement with the calculated molecular 
weight of 2269.8). 

[0330] Example 23 

[0331] Camptothecin-20-(S)-O-glycyl-glutary!-Aepa-Lys-DTyr-DTyr-cyc!o(Cys-Tyr-DTrp-Lys- 
Abu-Cy5)-Thr-NH2 i 




[0332] 




Aepa4.ys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys>-Thr-NH2 
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[0333] The titled compound was synthesized substantially according to the procedure in 

Example 19 by using camptothecin-20-(SHO-(glutaryl-glycyl)] (Example 15) and H-Aepa- 

Lys(Boc)-DTyr(tBu)-DTyr(tBu)-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Boc)-Ab^^ 

Rink Amide MBHA Resin (Example 4) , Yield was 11%. Purity was 95% based on analytical 

iHPLC analysis. ESI MS analysis gave the molecular weight at 2008.9 (in agreement with the 

calculated molecular weight of 2009.2). 

[0334] Example 24 

[0335] Camptothecin-20-(S)-O-Valyl-succinyl-DPheK;yclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH^ 

DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




[0336] 

[0337] The titled compound was synthesized substantially according to the procedure in 
Example 19 by using camptothecin-20-{S)-[O-(N-succinyl-Valyl)] (Example 18) and H-DPhe- 
Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)-Rink Amide MBHA Resin 
(Example 6) . 145 mg of a pale yellow solid was obtained. ESI MS analysis gave the molecular 
weight at 1562.4 (in agreement with the calculated molecular weight of 1561.8). 

[0338] Example 25 

[0339] {5-(R)-Ethyl-9.10-difIuoro-1,4,5J3-tetrahydro-3HJ5H-oxeplno[3\4':6J]indd 
ft]quinoline-3,15-dione-5-0-gIycinyl-succinyl}-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




[0340] 

[0341] The titled compound was synthesized substantially according to the procedure for 
Example 19 by using 5-(R)-ethyl-9, 1 0-difIuoro-1 ,4,5,1 3-tetrahydro-3H, 1 5H- 
oxepino[3*,4';6,7]indonzino[1,2-b]quinoline-3,15-dione-5-0-(N-succinyl-glycyl) (Example 11) and 
H-DPhe-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Boc)-Abu-Cys(Trt)-Thr(tBu)-Rink Amide MBHA Resin 
(Example 6). A yellow solid was obtained. ESI MS analysis gave the molecular weight at 1 570.2 
(in agreement with the calculated molecular weight of 1569.721). 

[0342] Example 26 

[0343] H-Aepa-(Doc)4-Gln(Trt)-Trp(Boc)-Ala-Vai-pAla-His(Trt)-Leu-Leu-Rink Amide MBHA resin 
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[0344] The titled protected peptide-resin was synthesized substantially accx)rding to the 
procedure described for Example 5 . Fmoc-His(Trt)-OH, FmoG-Gln(Trt)-OH, Fmoc-Leu-OH, 
Fmoc-Ala-OH, and Fmoc-pAla-OI-i were purchased from AnaSpec (San Jose, CA). 

[0345] Example 27 

[0346] H-Aepa-(Doc)4-DPhe-Gln(Trt)-Trp(Boc^Ala-Val-pAla-Hls(Trt)-Leu-Leu Amide 
MBHA resin 

[0347] The titled protected peptide-resin was synthesized substantially according to the 
procedure described for Example 26 . 

[0348] Example 28 

[0349] Camptothecin-20-(S)-O-glycinyl-succinyl-Aepa-(Doc)4-Gln-Trp-Ala-Val-pAla-His-Leu- 
Leu-NH2 

(^^^^^^ ^ ^7^Aepa-(Doc)4-GIn-Trp-Ala-VaI-pAla-His-Leu-Leu-NH2 

[0350] 3^ 

[0351] A mixture of H-Aepa-(Doc)4-Gln(Trt)-Trp(Boc)-Ala-Val-pAla-His(Trt)-Leu-Leu-Rlnk Amide 
MBHA resin (0.125 mmol) of Example 26, camptothecin-20-(SHO-(N-glycyl-succinyl)] (Example 
14) (0.138 mmol, 1.1 eq.). DIG (0,55 mmol. 4.4 eq.), and HOBt (0,275 mmol, 2.2 eq.) in DOM (7 
mL) and DMF (7mL) was shaken at room temperature for 5 days. The peptide was cleaved off 
from the resin using a solution of TFA, H2O and TIS (9.5 mL / 0.85 mL /0.8 mL) for 2 hours. The 
resin was filtered off and the peptide was precipitated using diethyl ether. After centrifuging the 
suspension, a pellet of crude peptide was obtained. The crude product was purified on a 
preparative HPLC system with a Mlcrosorb Cis column, eluting with a linear gradient from 100% 
A and 0% B to 20%A and 80% B in 80 min. A was 0.1% TFA In water and B was 0.1% TFA In 
acetonitrlle The fractions were checked by an analytical HPLC. The fractions containing the 
desired product were pooled and lyophilized to dryness. Purity was 96.1 % based on analytical 
HPLC analysis. ESI MS analysis gave the molecular weight at 2172.9 (in agreement with the 
calculated molecular weight of 2173.44). 

[0352] Example 29 

[0353] Camptothecin-20-(S)-O-glycinyl-succinyI-Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His 
Leu-Leu-NH2 



[0354] 




Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 
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[0355] The titled peptide was synthesized substantially according to the procedure described 
for Example 28. Purity was 99.9 % based on analytical HPLC analysis. ESI MS analysis gave 
the molecular weight at 2321 , 1 (in agreement with the calculated molecular weight of 2320.62). 

[0356] Example 30 

[0357] Camptothecin-20-(S)-O-glycinyl-sucdnyl-Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-^^ 
Leu-NHa 




^^Aepa-(Doc)2-Gln-Trp-Ala-Val-pAIa-His-Leu-Leu-NH, 



[0358] o 

[0359] The titled peptide was synthesized substantially according to the procedure described 
for Example 28. Purity was 99.9 % based on analytical HPLC analysis. ESI MS analysis gave 
the molecular weight at 1882.8 (In agreement with the calculated molecular weight of 1883.13). 

[0360] Example 31 

[0361] Camptothecin-20-(S)-O-glycinyl-sucdnyl-Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Val-^^ 
Leu-Leu-NH2 

[0362] « 

[0363] The titled peptide was synthesized substantially according to the procedure described 
for Example 28. Purity was 99.9 % based on analytical HPLC analysis. ESI MS analysis gave 
the molecular weight at 2030.7 (in agreement with the calculated molecular weight of 2030.30). 

[0364] Example 32 

* 

[0365] C^mptothecin-20-(S)0-^lycinyl-sucdnyl-Aepa-(Doc)4-Gaba-Oln-Trp-Ala-Val-p^ 
Leu-Nle-NHa 




Aepa-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NI^ 



[0366] 

[0367] The titled peptide is synthesized substantially according to the procedure described for 

Example 28 by using Aepa-(Doc)4-Gaba-Gln(Trt)-Trp(Boc)-Ala-VaI-pAla-His(Trt)-Leu-Nle-Rink 
Amide MBHA resin. 

[0366] Example 33 
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[0369] pGlu-His(Trt)-Trp(Boc)-.Ser(tBu)-Tyr(tBu)-DLysIN'*.Aepa]-Leu-Arg(P 
Amide MBHA resin 

[0370] Tiie titled peptide resin was synthesized substantially according to the procedure 
described In Example 1 . Fmoc-Arg(Pbf)-OH, Fmoc-Ser(tBu)-OH. Fmoo-Hls(Trt)-OH, Fmoc-Pro- 
OH, Fmoc-Giy-OH, Fmoo-Leu-OH, Fmoc-DLys(Dde)-OH were purchased from Novablochem, 
San Diego, CA pGlu-OH was from Chem-lmpex Intematoinal. Wood Dale, IL The synthesis 
was carried out on a 0.25 mmol scale. The Fmoc groups are removed by treatment with 20% 
piperidlne in N-methylpyrrolldone (NMP) for 30 min. After finishing the assembly of pGlu- 
Hls(Trt)-Trp(Boc)-Ser(tBu)-Tyr(tBu)-DLys(Dde)-Leu-Arg(Pbf)-Pro-Gly-Rink Amide MBHA resin, 
the protected peptide-resin was transferred into a reaction vessel on a shaker for manual 
synthesis. The Dde protecting group on DLys residue was removed by using 2% hydrazine in 
DMF for 0.5 h. The resin was washed completely with DMF, MeOH and DCM and shaken for 
2h with the pre-activated Fmoc-Aepa-OH ester solution (described in Example 4) In DMF 
containing 0.5 mL of DIEA. The resin was washed with DMF and treated with 20% piperidine in 
DMF to remove Fmoc protecting group on Aepa residue. The protected peptide-resIn was 
washed completely by using DMF and DCM. 
[0371 ] Dde=[1 -(4,4-dimethyl-2,6-dioxocyclohex-1 -ylldine)ethyll 

[0372] Example 34 

m 

[0373] pGlu-His(Trt)-Trp(Boc)-Ser(tBu)-Tyr(tBu)-DLys[NMAepa-(Doc)4-)]-Leu-A^^ 
Rink Amide MBHA resin 

[0374] The titled protected peptide resin was synthesized substantially according to the 
procedure in Example 2 by using pGlu-His(Trt)-Trp{Boc)-Ser(tBu)-Tyr(tBu)-DLys[N^-Aepa]-Leu- 
Arg(Pbf)-Pro-Gly-Rlnk Amide MBHA resin (Example 33 ). 

[0375] Example 35 

[0376] H-(Doc)4-Aepa-Caeg-DCys(Trt)-3Pal-DTrp(Boc)-Lys(Boc)-DCys(Trt)-Thr(^^^ 
Rink Amide MBHA resin 

[0377] The titled protected peptide resin is synthesized substantially according to the procedure 
for Example 5 . Fmoc-Thr(Bzl)-OH. Fmoc-DCys(Trt)-OH, and Fmoc-3Pal-OH are from Chem- 
lmpex Intematoinal, Wood Dale, IL. Fmoc-DTrp(Boc)-OH, Fmoc-Lys(Boc)-OH and Fmoo- 
Tyr(tBu)-OH are from AnaSpec, San Jose, CA. Fmoc-Caeg(Bhoc)-.OH is from PepSeptive 
Biosystems, Framingham, Mass. 

[0378] Example 36 

[0379] H-(Doc)4-Aepa-DPhe-Cys(Trt)-3ITyr.DTrp(Boc)-Lys(Boc)-Val-Cys(Trt)-T^ 
Amide MBHA resin 

w 
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[0380] The titled protected peptide resin Is synthesized substantially according to the procedure 
for Example 5 . Fmoc-3ITyr-OH and Fmoo-DPhe-OH are from Chem-lmpex Intematoinal, Wood 

* 

Dale, IL 

10381] Example 37 

[0382] Paclitaxel-2'-0-glycyl 




[0384] To a solution of Boc^Gly-OH (53 mg) and paditaxel (215 mg) In 10 mL of 
dichloromethane was added 4-dimethylaminopyridine (DMAP, 10 mg) followed by EDC (58 mg). 
After stining at room temperature overnight, the reaction mixture was diluted with 20 mL of 
dichloromethane and the mixture was washed with 10% aqueous citirc acid, saturated NaHCOa 
and water, dried over MgS04, and filtered. The solvent was removed in vacuo. The crude 
product was treated with 30% TFA in dichloromethane for 45 min at room temperature. TFA and 
the solvent were removed in vacuo, yielding a solid. 0.256 g, ESI MS analysis gave the 
molecular weight at 91 1 .0 (in agreement with the calculated molecular weight of 91 1.1). 

[0385] Example 38 




[0386] " 

[0387] Paclitaxei-2'-0-(N-glycyl-succinyl) 

[0388] A mixture of paclitaxel-2'-0-glycyl TFA salt (127 mg, 1 eq.) and succinic anhydride (150 
mg, 12 eq) in 5 mL of pyridine was stirred overnight at room temperature. The solvent was 
removed in vacuo. The residue was triturated with water for 1 hour and the precipitate was 
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collected by filtration, washed with water and dried, yielding a solid (94.8 mg). ESI MS analysis 
gave the molecular weight at 1010.9 (in agreement with the calculated molecular weight of 
1011.06). 

[0389] Example 39 
[0390] Paclitaxel-2'-0-(N-valyI-succlnyl) 




HO "3' 



[0391] 

[0392] The titled compound was synthesized substantially according to the procedures 
described in Examples 37 and 38 by using Boc-Val-OH. ESI MS analysis gave the molecular 
weight at 1 052.5 (in agreement with the calculated molecular weight of 1 053.27). 

[0393] Example 40 

[0394] Paclitaxel-2-0-Gly-Succinyl-Aepa-Lys-DTyr-DTyr-cyclo(Cys--Tyr-DTrp-Lys-Abu-Cys)- 
Thr-NHz 




[0395] 

[0396] A mixture of H-Aepa-Lys(Boc)-DTyr(tBu)-DTyr(tBu)-Cys(Trt)-Tyr(tBu)-DTrp(Boc)- 
Lys(Boc)-Abu-Cys(Trt)-Rinlc Amide MBHA resin (0.1 mmol) (Example 4) , pacrrtaxel-2-0-(N- 
glycyl-succinyl) (Example 39) (1.1 eq.). DlC (136 ^L, 4.4 eq.), and HOAT(30 mg, 1,1 eq.) in 5 
mL of DCM was shaken for 2 days. The resin was washed successively with DMF, methanol 
and DCM. After drying in the air, the resin was treated with a mixture of TFA, H2O and 
triisopropylsilane (TIS) (9.5 mL / 0.85 mL /0.8 mL) for 2 h. The resin was filtered off and the 
filtrate was poured into 100 mL of cold ether. The precipitate was collected after centrifuge. 
The crude product was dissolved in a mixed solution system (100 mL of 5% acetic acid aqueous 
solution and 30 mL of aoetonitrile). To the solution was added dropwise iodine methanol 
solution until the yellow color maintained. The reaction solution was stirred for additional 45 min. 
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10% NaaSaOa water solution was added to quench excess Iodine. The crude product in the 
solution was purified on a preparative HPLC system with a column (4x43cm) of q,8 DYNAMAX- 
100 A° (Varian. Walnut Creek. CA). The column was eluted with a linear gradient from 80% A 
and 20% B to 55%A and 45% B in 50 min.. where A was 0.1% TFA In water and B was 0.1% 
TFA In acetonitrile. The fractions were checlted by an analytical HPLC. Those containing pure 
product were pooled and lyophilized to dryness. The purity was 98% based on analytical HPLC 
analysis. ESI MS analysis gave the molecular weight at 2500.9 (in agreement with the 
calculated molecular weight of 2501 .0). 

[0397] Example 41 

[0398] Paclltaxel-2'-0-Val-Succinyl-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




[0399] 

[0400] The titled peptide was synthesized substantially according to the procedure described In 
Example 40 . The purity was 99% based on analytical HPLC analysis. ESI MS analysis gave the 
molecular weight at 2066.2 (in agreement with the calculated molecular wejght of 2067.4). 

[0401] Example 42 

[0402] Paclitaxel-2'-0-Val-Succlnyl-Aepa-Lys-DTyr-DTyr-cyclo(Cys.Tyr-DTrp-Lys-Abu-Cys)- 
Thr-NHz 



o HM''^'^w'^Aepa-Lys-DTyr-DTyr-<ydo(Cy8-Tyr-DTrp-Ly^^ H. 





[0403] 

[0404] The titled peptide was synthesized substantially according to the procedure described in 
Example 40 . The purity was 95% based on analytical HPLC analysis. ESI MS analysis gave the 
molecular weight at 2544.3 (In agreement with the calculated molecular weight of 2543.9). 

[0405] Example 43 
[0406] N-Boc-Doxorublcin-14-0-(Fmoo-glyclne) ester 
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[0407] ^ 

[0408] To a solution of doxorubicin*HCI (190 mg) in DMF (5 mL) is added (BOQzO (1.2 eq). 
followed by dilsopropylethylamlne (2.5 eq.). After stlning for 3 hours, volatile substances are 
removed in vacuo and the residue Is treated with water. The solid is collected by filtration, 
washed with water and dried. The resulting product is dissolved in DMF (10 mL). To it are 
added Fmoc-Gly-OH (1.2 eq.), DMAP (0.2 eq.) and EDC (1.2 eq). The mixture is stirred at room 
temperature for 4h. After evaporation of the solvent, the residue Is partitioned between 
chloroform-methanol and water. Organic layer is dried over MgS04 and filtered. Solvents are 
removed in vacuo and the residue is chromatographed on silica gel eluting with chloroform- 
methanol (9:1). The fractions containing the desired product are pooled and solvents are 
evaporated In vacuo. 

[0409] Example 44 
[0410] N-BOODoxorubicirh14-0-[(N-succinyl)giycine] ester 




O . OH O 

"It 1 

[0411] ^ 

[0412] To a solution of Boc-doxorubicin-14-0-(Fmoc-glyclne) ester (100 mg) in DMF (5 mL) is 
added 1 mL of piperidine. After stirring for 2 hours at room temperature, the mixture is diluted 
with chlorofom (20 mL). The mixture is vvashed with brine, dried over MgS04, and filtered. The 
solvents are removed in vacuo to a small volume (~S mL). To the mixture are added succinic 
anhydride (4 eq.), DMAP (2 eq.) and triethylamine (4 eq.). The solution is stirred at room 
temperature overnight Volatile substances are removed in vacuo. The residue is triturated with 
5% aqueous citric acid. Predpitate is collected by filtration, washed with water, and dried. 

[0413] Example 45 

[0414] pGlu-His-Trp-Ser-Tyr-DLys[Np-(doxorubidn-14-0-glycyl-succinyI-Aepa-(Doc)4-)]-Leu- 
Arg-Pro-Gly-NH2 
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Aepa-(Doc)4— [j- 

H 



' H,cp^ p6lu-His-Trp-Ser-Tyr-N-^^Leu-Arg-Pro-Gly-NH 
[04151 °» °. 

[0416] The titled compound is synthesized substantially according to the procedure for Example 

28 by using pGlu-His(Trt)-Trp(Boc)-Ser(tBu)-Tyr{tBu)-DLys[NMAepa-(Doc)4-)^^^ 

Pro-Gly-RInk Amide MBHA resin (Example 34) and Boc-doxorubicin-14-0-[(N-succinyl)glycine] 

ester (Example 44) . 

■ 

[0417] Example 46 

[0418] pGlu-His-Trp-Ser"Tyr-DLys[N^-(doxorubidn-14-0-Gly-Sucdnyl-(Doc)4-Gaba-]-Le 
Pro-Gly-NH2 




H3C 



(Doc)4-Gaba-^f-^ 

,.0 O OH O ^ * . 

H^c^:^ pGlu-Hls-Trp-SBr-Tyr-H-'**SpLe^^ 

[0419] OH a 

[0420] The titled compound is synthesized substantially according to the procedure for Example 
45. Fmoc-Gaba-OH is from Novabiochem, San Diego, Ca. 

[0421] Example 47 

[0422] Doxorublcln-14-0-glycyl-succlnyI-(Doc)4-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)- 
Thr(Bzl>Tyr-NH2 

m 

I n n 

(Doc)4-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 




[0423]. 

[0424] The titled compound is synthesized substantially according to the procedure for Example 
19. The H-(Doc)4-Aepa-Caeg-DCys(Trl)-3Pal-Trp(Boc)-Lys(Boc)-DCys(Trt).Thr(Bd 
Rink Amide MBHA resin (Example 35) and BOC-doxorubicln-14-0-[(N-succinyl)glycine] ester 
(Example 44) are used. 

[0425] Example 48 

[0426] Paclitaxel-2'<>-glycyl-succinyl-(Doc)4-Aepa-DPhe-cyclo[Cys-3lTyr-DTrp-Lys-Val-Cysl- 
Thr-NH2 
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(Doc)4-Aepa-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH. 



[0427] 

[0428] The titled compound is synthesized substantially according to the procedure for Example 

40 by using H-(Doc)4-Aepa-DPhe-Cys(Trt)-3ITyr-DTrp(Boc)-Lys{Boc)-Val-Cys(Trt)-Thr<tBu)- 
Rinl< Amide MBHA resin fExamole 36) and paclitaxel -2'-0-( N-gly(^l-succinyl) fExamole 38V 

[0429] Example 49 

[0430] PaclitaxeI-2'-0-glycyl-succinyl-Aepa-(Doc)2-Gln-Trp-Ala-Val-3Ala-His-Phe-Nle-NH2 

o HN'^^^-''^Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH, 





[0431] 

[0432] The titled compound is syntiieslzed substantially according to the procedure for Example 
28 by using H-Aepa-(Doc)2-Gln(Trt)-Trp(Boc)-Ala-Val-pAla-His(Trt)-Phe-Nle-Rink Amide MBHA 
resin and paclitaxel-2'-0-(N-gly<^l-succinyl) rExamole 38> . 

[0433] Example 50 

[0434] pGlu-His-Trp-Ser-Tyr-DLys[N*-(paditaxel-2-0-gly<yl-sucdnyl-Aepa-(Doc)4-)]-Leu-Arg- 
Pro-Gly-NH2 



inlQ, 






pGlu-Hls-Trp-Ser-Tyr— 



Leu-Arg-Pro-Gly-NHj 



[0435] 

[0436] The titled compound is synthesized substantially according to the procedure for Example 
45 by using pGlu-His(Trt)-Trp(Boc)-Ser(tBu)-Tyr(tBu)-DLys[N''-(Aepa-(Doc)4-)l-Leu-Arg(Pbf)- 

Pro-Gly-Rinlc Amide IVIBHA resin (Examofe 34) and 2'-C>-(N-succinyl-glycyl)-paclitaxel ^Example 
38). 

[0437] Example 51 
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[04381 pGlu-His-Trp-Ser-Tyr-DLys[N^-(camptothedn-20-(S)-O-^lycinyl-^ 
Leu-Arg-Pro-Gly-NH2 



^{Doc)4-Aepa 





pGlu-His-Trp-Ser-Tyr-N-'Sj-^Leu-Arg-Pro-^ 
[0439] * 

[0440] The titled compound is synthesized substantially according to the procedure for Exannple 
50 by using camptothecin-20-(S)-(O-(N- succinyl-glycyl)] (Example 14V 

[0441] Example 52 




Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

[0442] ° T 

he title compound was synthesized substantially according to the procedure described in ' 
Example 19 . Yield= 1 1 %. Purity was 99.9% based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 1891.8 (in agreement with the calculated molecular 
weight of 1891.1). 

[0443] Example 53 




Lys-DTyr-DTyr-cyc1o(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

1 ^\^-/^6 

[0444] 

[0445] The title compound was synthesized substantially according to the procedure described 
in Example 19 . Yield= 23 %. Purity was 99 % based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 1841.9 (in agreement with the calculated molecular 
weight of 1841.1). 

[0446] Example 54 




* 

f (Doc)Q-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Gys)-Thr-NH2 



[0447] 

10448] The title compound was synthesized substantially according to the procedure described 
in Example 19 . Yield=18 %. Purity was 98 % based on analytical HPLC analysis. ESI MS 
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analysis gave the molecular weight at 2390.0 (in agreement with the calculated molecular 
weight of 2390.7). 

[0449] Example 55 



Lys-Lys-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



[04501 

[0451] The title compound was synthesized substantially according to the procedure described 
In Example 19 . Yield'=12 %. Purity was 100% based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 2097.0 (in agreement with the calculated molecular 
weight of 2097.4). 

[0452] Example 56 

[0453] ^ 

[0454] The title compound was synthesized substantially according to the procedure described 
in Example 19 . Yield=31%. Purity was 100% based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 2100.9 (in agreement witti the calculated molecular 
weight of 2100.3). 

[0455] Example 57 




%-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



[0456] 

[0457] The titie compound was synthesized substantially according to the procedure described 
in Example 19 . Yield=21%. Purity was 97% based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 1688.0 (In agreement with the calculated molecular 
weight of 1688.9). 

[0458] Example 58 




Y >^(Doc)4-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-N Hg 



[0459] 

[0460] The title compound was synthesized substantially according to the procedure described 
in Example 19 . Yield=23%. Purity was 95% based on analytical HPLC analysis. ESI MS 
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analysis gave the molecular weight at 2435.2 (in agreement with the calculated molecular 
weight of 2435.8). 

[0461] Example 59 




(Doc)2-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cy5)-Thr-NH2 

[0462] ^ 
[0463] The title compound was synthesized substantially according to the procedure described 

in Example 19 . Yield=11%. Purity was 95% based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 2074.0 (in agreement with the calculated molecular 
weight of 2074.4). 

[0464] Example 60 




Doc-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

[0465] ^ 
[0466] The title compound was synthesized substantially according to the procedure described 

in Example 19 . Yield=16%. Purity was 95% based on analytical HPLC analysis. ESI MS 

analysis gave the molecular weight at 1929.5 (in agreement with the calculated molecular 

weight of 1929.2). 

[0467] Example 61 
if^l *^DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

[0468] 

[0469] The title compound was synthesized substantially according to the procedure described 
in Example 19 . Yield=15.6%. Purity vyas 94% based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 1520.1 (in agreement with the calculated molecular 
weight of 1519.71). 

[0470] Example 62 





[0471] 



o o 
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[0472] The title compound was synthesized substantially according to the procedure described 
in Example 19 . Yield=25%. Purity was 97% based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 2320.0 (In agreement with the calculated molecular 
weight of 2319.6). 

[0473] Example 63 




'Aepa-Lys-DTyr-DTyr-cyclo{Cys-Tyr-DTrp-Lys-Abii-Cys)-Thr-NH2 

[0474] 

[0475] The title compound was synthesized substantially according to the procedure described 
in Example 19 . Yield=24%. Purity was 95% based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 2059.4 (in agreement with the calculated molecular 
weight of 2060.3). 

[0476] Example 64 




[0477] ^ ^ 

[0478] The title compound was synthesized substantially according to the procedure described 

in Example 19 . Yield=46. Purity was 99.9% based on analytical HPLC analysis. ESI MS 

analysis gave the molecular weight at 2626.0 (in agreement with the calculated molecular 

weight of 2626.9), 

[0479] Example 65 




(Doc)4-Lys-DTyr-DTyr-cyclo(Cy5-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

r 

[0480] 

[0481] The title compound was synthesized substantially according to the procedure described 
in Example 19 . Yield=10%. Purity was 98.9% based on analytical HPLC analysis. ESI MS 
analysis gave the molecular weight at 2365.0 (in agreement with the calculated molecular 
weight of 2365.0). 

[0482] Example 66 

[0483] H-DPhe-CysCrrt)-Tyr(tBu)"DTrp(Boc)-Lys(Aloc)-Abu-Cys(Trt)-Thr(tBu)-ra^^^ 
MBHA-Resin 

[0484] The titled peptide was automatically synthesized on an Applied Biosystems (Foster City. 
CA) model 433A peptide synthesizer based on Fluorenylmethyloxycarbonyl (Fmoc) chemistry. 
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A Rink Amide MBHA resin (Nova Blochem, San Diego. CA) with substitution of 0.72 mmol/g 
was used. Tlie Fmoc amino acids (AnaSpec, San Jose. CA) were used with the following side 
chain protection: Fmoc-Thr(tBu)-OH. Fmoo-Cys(Trt)-OH. Fmoo-Lys(Aloc)-OH. FmooOTrp(Boc)- 
OH. Fmoo-Tyr(OtBu)-OH. Fmoo-DPhe-OH. and Fmoc-Abu-OH. The synthesis was can-led out 
on a 0.25 mmol scale. The Fmoc groups were removed by treatment with 20% piperldine In N- 
methylpynnoliddne (NMP) for 30 min. In each coupling step. the. Fmoc amino acid (4 eq. 1 
mmol) was first pre-actlvated by 0.45M 2-(1-H-benzotriazole-1-yl)-1.1.2.3-tetramethyluronium 
hexafluorophosphate / l-hydroxy-benzotriazoie (HBTU/HOBT) In DMF. This activated amino 
acid ester with 1 ml of dllsopropylethylamlne (DIEA) and (NMP were added to the resin. The ABI 
433A peptide synthesizer was programmed to perfomi the following reaction cycles: (1) washing 
with NMP. (2) removing Fmoc protecting group with 20% piperldine in NMP for 30 min, (3) 
washing witti NMP, (4) coupling with pre-activated Fmoc amino add for 1h. Single couplings 
were applied to the CysCTrt)^Tyr(tBu)^ and DTrp(Boc)^ For all other amino adds double 
coupling was used. The resin was coupled successively according to the sequence. After 
peptide chain was assembled, the Fmoc was removed and washed completely by DMF and 
DCM. 

[0485] Example 67 

[0486] Fmoc-Aepa-DPhe-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Aloc)-Abu-Cys(Trt)-Thr(tBu)-Rink- 
Amide-MBHA-Resin 

[0487] The titied peptide was synttiesized starting vwlth tiie peptide from Example 66. The 
Fmoo-Aepa-OH (Neosystem l^boratoire., Gennevilllers. France. 1.5 eq, 0.75mmol) was pre- 
acflvated with [C)-(7-azaben2otriazol-1-yl)-1,1.3.3-tetrametiiyluronlum hexafluorophosphate] 
(HATU, 1.4 eq, 0.7 mmol) and 1-hydroxy-7-a2abenzotrjazole(HOAT,1.4 eq. 0.7 mmol) in 2ml of 
DMF for 5 min. the above resin was transfeired into a small reaction vessel and shaken with 
tills activated ester of Fmoo-Aepa-OH and 1 ml of DIEA on a shaker for 2h. The resin was 
washed thoroughly with DMF and DCM. 

[0488] Example 68 

[0489] H-Doo-Doc-Doo-Doo-Aepa-DPhe-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(AIoc)-Abu-Cys(Trt)- 
Thr(tBu)-Rink-Amide-MBHA-Resln 

[0490] The titled peptide was synthesized starting with the peptide fi'om Example 68. The resin 
was washed witti DMF and treated with 25% piperldine in DMF to remove Fmoc. The resin was 
mixed with a DMF solution of Fmoc-Doc-OH (Chem-lmpex Intematoinal, Wood Dale, IL,1.5 eq, 
0.75 mmol) N. N-dlisopropylcarbodllmlde (DIG, 1.5 eq. 0.75 mmol). and HOST (1.5 eq, 0.75 
mmol) for 2h. The second tiirough fourth Fmoc-Doc-OH were coupled to the resin using the 
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same procedure as described In coupling of the first Fmoc-Doc-OH. The process was repeated 
until the assembly of peptide chain was completed. 

[0491] The final Fmoc was removed with 25% piperidine in DIVIF. The resin was washed with 
DMF and DCM. 

[0492] Example 69 

[04931 H-Doc-Doc-Doc-Doc-Aepa- DPhe-c(CijjS-Tyr-DTrp-Lys(Aloc)-Abu-Cys)-Thr-NH2 
[04941 The peptide was cleaved from the Resin using 19 mL of TFA (Trifluoroacetic Acid, 
Halocarbon Products Corp. River Edge, NJ). 1.6 mL of TIS (Triisopropylsilane, Aldrich) and 1.7 
mL of water for 2 hours. The resin was filtered and the peptide precipitated by pouring into 
ether. Dissolve the precipitate in 150 mL of 5% acetic add and 30 mL of acetonitrile. I2 {20 
mg/ml in MeOH) was added dropwise till there was a persistent red color. The flask was placed 
in a bath of hot tap water and stirred for 2 hours. The reaction was quendied using 10% 
Na2SS03. The peptide was purified using a Phenomenex Cw column with a gradient 5-60% 
CH3CN where Buffer A is 0.1%TFA in water and Buffer B is 0.1% TFA in CH3CN over 60 
minutes. The fractions containing product were freeze dried to give 186 mg(40% yield) of white 
powder. MS (Electro Spray): 1 722.2 

[0495] Example 70. 

[04961 H-Doc-Doc-Doc-Aepa-DPhe-Cys(Trt)-Tyr(tBu)-DTrp(Boc)-Lys(Aloc)-Abu-Cys(Trt)- 
Thr(tBu)-Rink-Amide-MBHA-Resln 

[04971 The titled peptkle was synthesized starting with the peptide from Example 67. The resin 
was washed with DMF and treated with 25% piperidine in DMF to remove Fmoc. The resin was 
mixed with a DMF solution of Fmoc-Doo-OH (Chem-impex Internatoinal, Wood Dale, IL,1.5 eq. 
0,75 mmol) N. N-diisopropylcart)odiimide (DIC, 1.5 eq, 0.75 mmol), and HOBT (1.5 eq, 0.75 
mmol) for 2h. The second and third Fmoc-Doo-OH were coupled to the resin using the same 
procedure as described in coupling of the first Fmoo-Doo-OH. The process was repeated until 
the assembly of peptide chain was compIeted.The final Fmoc was removed with 25% piperidine 
in DMF. The resin was washed with DMF and DCM, 

[0498] Example 71 

[0499] H-Doc-Doc-Doo-Aepa- DPhe-c(Cys-Tyr-DTrp-Lys(Aloc)-Abu-Cys)-nir-NH2 
[0500] The peptide was cleaved from the Resin using 19 mL of TFA (Trifluoroacetic Add. 
Halocartjon Products Corp. River Edge. NJ), 1.6 mL of TIS (Triisopropylsilane, Aldrich) and 1.7 
mL of water for 2 hours. The resin was filtered and the peptide precipitated by pouring into 
ether. Dissolve the predpitate in 150 mL of 5% acette add and 30 mL of acetonitrile. U (20 
mg/mL of MeOH) was added dropwise till there was a persistent red color. The flask was placed 
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in a bath of hot tap water and stirred for 2 hours. The reaction was quenched using 10% 
NazSSOa. The peptide was purified using a Phenomenex Cw column with a gradient 6-60% 
CH3CN where Buffer A is 0.1%TFA in water and Buffer B is 0.1%TFA in CH3CN over 60 
minutes. The fractions containing product were freeze dried to give 1 80mg(42% yield) of white 
powder. MS (Electro Spray): 1722.2, 

[05011 Example 72 

[0502] Paclitaxel-2'-glutarate 





HO"»' 



nilO. 



CH, Q 




[0503] 

[0504] To a solution of Paclitaxel (HandeTech USA.Inc Houston. Texas, 1g..1.17 mmol) in 10 
mL of pyridine was added glutaric anhydride (Aldrich, 1.6 g. 14.1 mmol, 12 eq.). The resulting 
solution was stirred at room temperature for 4 hours and then evaporated at reduced pressure. 
20 mL of water was added. The sticky solid was collected by filtration. Recrystallization from 
acetone/water gave 0.642 g of white solid, 0.869mmole. 74% yield. MS (Electro Spray): 969.0. 

[0505] Example 73 

[0506] Paclitaxel-2'-Doc-Suo-OH 



[0507] 
[0508] or 




HO"i' 



utio 
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10510] To a solution of paclitaxel (1 g., 1.17 mmol) and the Boc-DooOH {0.31g.. 1.17 mmol) In 
25 mL of DCM was added DIC (0.241 mL,1.54 mmol) followed by DMAP (50 mg. 0.4 mmol). 
The resulting solution was stirred at room temperature for 4 hours. The solution was washed 
with 3 X 10% dtric acid. 3 X saturated NaHCOa, 1 x saturated NaCI and dired over MgS04. 
filtered and evaporated. The resulting residue was dissolved in EtOAc and then precipitated with 
hexane, the product was collected by filtration and dried under reduced pressure. Solid (1.19 g, 
1.08 mmol) was obtained. Yield was 92%. MS (Electro Spray): m/e=1099.7(+1), Purity was 95% 
by HPLC. The resulting Boc-Doo-paclitaxel (1.19 g, 1.08 mmol) was dissolved in 20 mL of 
tomlc acid, stln^ for 30 minutes and then evaporated. The product was dissolved in 15 mL of 
pyridine. To the solution was added sucdnic anhydride (1.29 g, 13 mmol). The mixture was 
stinted at room temperature overnight Pyridine was removed by evaporation under reduced 
pressure. The residue was triturated with water and collected (0.99 g. 0.91mmole, 84% yield). 
MS (Electa Spray) gave 1099.4(+1). 1121.6 (Na+1). Purity was 75% by HPLC. 

[051 1] Example 74 

[0512] Pac!itaxel-2'-glutaryl-Doc-Doo-Doo-Doc-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr- 

[0513] To a DMF (10 mL) solution of the peptide (125 mg. 0.067 mmol) from Example 69 was 
added r>aciitaxel-2'-Glut-OH (Example 72 . 65 mg, 0.067 mmol). HOST (20 mg. 0.147 mmol). 
BOP (29 mg, 0.067mmol) and DIEA (8 eq., 93 ^^L). The solution was stin-ed overnight and then 
evaporated under reduced pressure. The residue was dissolved in minimal MeOH and 
precipitated with ether. A solid was obteined (108 mg, 0.04 mmol). Yield was 60% y. MS 
(Electro Spray) showed 1409.5(+2). To remove the Aloe from the Lys, the peptide was 
dissolved in DCM/THF (anhydrous, 15mL/5mL). To is were added glacial acetic acid (15 jiL, 5 
eq.). Pd(PPh3)4 (12 mg, 0.3 eq.) and Bu3SnH(2x31 |iL. 3eq) at 0 "C. After stimng 1 hour, the 
solution was quenched using 0.5M HCI In ether (0.7mL. 10 eq.). The peptide was precipitated 
with ether. The crude peptide was purified on a PLRP-S column (Polymer Ubs. 100A. 8n) using 
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a gradient of 5-90% over 1 hour where solvent A was 5%MeOH in water and solvent B was 
CH3CN. Pure fractions were combined and lyophilized. yielding 42 mg of the peptide. MS 
(Electro Spray) gave 2731.4 (in agreement with the calculated molecular weight of 2732.1). 
Purity was 99.9% based on HPLC analysis. 

[0514] Example 75 

[0515] Paclitaxel-2*-Doc-Suc-Doc-Doc-Doc-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
[0516] To a DMF (10ml) solution of the peptide (200 mg, 0.12 mmol) from Example 71 w as 
added paclltaxel-2'-Doo-Suo-OH (Example 73. 140 mg. 0.128 mmol), HOST (39 mg. 0.281 
mmol), BOP (74 mg. 0.166 mmol) and DIEA (8 eq., 177 jiL). The solution was stirred overnight 
and evaporated under reduced pressure. A solid was obtained (355 mg, 0.126 mmol). 
[0517] To remove the Aloe from the Lys, the product was dissolved In DCM/THF (anhydrous, 
15mLy5mL). To It were added glacial acetic add (19 pL, 5 eq.). Pd(PPh3)4 (12 mg, 0.3 eq.) and 
BuaSnH (2x54 pL, 3eq) at 0 °C. The solution was st'n^ for 1hour and then quenched using 
0;5M HCI in ether (0.7 mL. 10 eq.). The product was precipitated with ether. Purity was done on 
a PLRP-S column (Polymer Labs. 100A, 8p) using a gradient of 5-90% over 1 hour where 
solvent A was 5% MeOH in water and solvent 8 was CH3CN. Pure fractions were combined and 
lyophilized. MS (Electro Spray) gave 2717.3 (in agreement with the calculated molecular weight 
of 2718.1). Purity was 99.9% based on HPLC analysis 

[0518] Biological Assays 
[0519] Stable Expression of hsst Receptor Subtypes 

[0520] The complete coding sequences of genomic fragments of the hssti ,2,3,4 receptor genes 
and a cDNA clone for hsstS were subcloned Into the mammalian expression vector pCMV. 
Clonal cell lines stably expressing the hssti -5 receptors were obtained by transfection into 
CHO-K1 cells (ATCC) using the calcium phosphate co-predpltation method (Ausabel et al, 
1987). The plasmid pRSV-neo (ATCC) was induded as a selectable marker. Clonal cell lines 
were selected in RPMI 1640 media containing 0.5 mg/ml of G418 (GIbco), ring doned, and 
expanded Into culture. 
[0521] Radioligand Binding Assays 

[0522] Membranes for in vitro receptor binding assays were obtained by homogenizing 
(Polytron setting 6. 15 sec) the CHO-K1 cells, expressing the hsst receptor subtypes, in ice-cold 
50 mM TrIs-HCI and centrifuging twice at 39,000 g (10 min), with an intermediate resuspension 
in fresh buffer. The final pellets were resuspended in 10 mM Tris-HCI for assay. For the 
hssti ,3,4, assays, aliquots of the membrane preparations were incubated (90 mln/25 DC with 
0.05 nM [125l-Tyr11]SRIF-14 in 50 mM HEPES (pH 7.4) containing BSA (0.2%); MgC12 (5 mM). 
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The final assay volume was 0.3 ml. For the hsst2.5 assay. r^lH4-(2-hydroxyethyI)]-1. 
plperazinylacetyl-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 (0.05 nM) and [IZSIJ-DPhe- 
c(Cys-Tyr-DTrp.Lys.VaI-Cys)-Thr-NH2 were employed as the radioligands, respectively, and the 
incubation times were 90 min/25 'C. The Incubations were tenninated by rapid filtration through 
GF/C filters (pre-soal<ed in 0.3% polyethylenimlne) using a Brandel filtration manifold. Each 
tube and filter were then washed three times with 5-ml aliquots of ice-cold buffer. Specific 
binding was defined as the total radioligand bound minus that bound in the presence of 1000 
nM SRIF-14(hsst1 .3.4.5). or 1000 nM DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2for hsst2. 
[0523] In Vitro Growth Assays 

[0524] For the in vitro proliferation assays, cultured CHO-K1 cells, or CHO-K1 cells expressing 
the hsst2 receptor were seeded into plastic 24-well plates in RPMI 1640 Medium (DMEM) 
containing 10% fetal bovine serum (FBS) at a density of approximately 104 celIs/well/1 .0 ml. 
The test peptides were added at the desired concentration and maintained in culture (5% C02. 
37'C. humidified air) for one to three days. For counting the cells were rinsed with serum-free 
RPMI media, trypsinized.. resuspended RPMI 1640 (+10% FBS) and counted with a with a 
Coulter Counter at 1 :20 dilution. 

[0525] It is to be understood that while the invention has been described in conjunction with the 
examples and the detailed description thereof, that the foregoing description Is intended to 
illustrate and not limit the scope of the invention defined by the appended claims. Other aspects, 
advantages, and modifications are within the claims. 
[0526] We claim: 
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Appendix A 



Aepa-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



(Doc)4-Aepa-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 
o 



Aepa-{Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-H!s-Leu-Nle-NH2 



Doc)4-Aepa-Gaba-Gln-Trp-Ala-VaI-pAla-His-Leu-Nle-NH2 



epa-(Doc)4-Gaba-Gln-Trp-Ala-Vat-pAla-Hls-Leu-Nle-NH2 



(Doc)4-Aepa-Gaba-Gln-Trp.Ala-Val-pAla-Hls-Leu-Nle-NH2 



915-92-3.SKC 



Aepa-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 

(Ooc)4-Aepa-Gaba-GIn-Trp-Aia-Val-pAla-His-Leu-Nle-NH2 
o 

Aepa-(Doc)4-6aba-6ln-Trp-Ala*Val-pAla-His-Leu<Nle-NH2 

Doc)4-Aepa-Gaba-Gln-Trp-A!a-VaI-pAla-Hls-Leu-Nle-NH2 
Aepa-(Doc)4~Gaba-Gln-Trp-Ala-Val-pAfa-His-Leu-Nle-NH2 

4 

(DocVAepa-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHg 
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V 

1 




(Doc)4-Aepa-Gaba h 



pGlu-HiS'Trp-Ser-Tyr . 




H^'^^Leu-Arg-Pro-Gly-NHg 



^Aepa-(Doc)4-Gaba 





pGlu-Hls-Trp-Ser-Tyr -n-^ 



N^'*^^Leu-Arg-Pro-Gly-NH2 





pGlu-His-Trp-Ser-Tyr -N-^Leu-Arg-Pro-Gly-NHa 
Doc)4-Aepa-Gaba -{J"-\^ 

pGlu-His-Trp-Ser-Tyr -y-^-jp-Leu-Arg-Pro-Gly-NH^ 
Aepa-(Doc)4-Gaba -jj- 

pGlu-His-Trp-Ser-Tyr -N-^Nj^Leu-Arg-Pro-Gly-NHa 
X— (Doc)4-Gaba -jj- 




pGlu-His-Trp-Ser-Tyr .j^-^-^Leu-Arg-Pro-Gly-NHa 



■'L-(Doc)4-Aepa-Gaba -i 




i 

pGlu-Hls-Trp^er-Tyr -{j-^Ng^Leu-Arg-ProrGly-NHg 
JL-Aepa-(Doc)4-Gaba 




o pGlu-His-Trp-Ser-Tyr -N-'^kpLeu-Arg-Pro-Gly-NHa 




(Doc)4-Gaba h 



pGlu-His-Trp-Ser-Tyr -j^-^^Leu-Arg-Pro-Gly-NHa 
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(Doc)4-Aepa-6aba .{j 



pGlu-His-Trp-Ser-Tyr-[{"^^Leu-Arg-Pro-Gly-NH2 



^Aepa-(Doc)4-Gaba -H 




XX 

s 

pGlu-His-Trp-Ser-Tyr -fj^^^^Leu-Arg-Pro-Gly-NHg 



(Ooc)4-Aepa-Gaba -(] 



XX 



pGlu-His-Trp-Ser-Tyr -N-^"*x_LeihArg-Pro-Gly-NH 



o 

^^^_/^Aepa-(Doc)4-Gaba -Isl 



XL 



pGlu-His-Trp-Ser-Tyr -N'^'^Leu-Arg-Pro-Gly-NH 



(Ooc)4-Aepa-Gaba 



XX 

■V 

m 

pGlu-His-Trp-Ser-Tyr -(j-'^^^Leu-Arg-Pro-Gly-NHa 



Aepa-(Doc}4*Gaba -n 



H 

pGlu-His-Trp-Ser-Tyr -(^-Sr— Leu-Arg-Pro-Gly-NHa 



91 5-927-CPT-LHRH2_1 1-22-02.8kc 



1 




Aepa-(Doc)2-Gln-Trp-Ala-VaI-pAIa-His-Leu-Leu-NH2 




Aepa-(Doc)2-GIn-Trp-Ala-Va!-pAIa-His-Leu-NIe-NH2 




pa-(Doc)2-GIn-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




Aepa-{Doc)2-Gln-Trp-Ala-Va!-pAIa-His-Phe-Nle-NH2 




Aepa-(Doc)2-Gln-Trp-AIa-Ala-pAla-Hls-Phe-Nle-NH2 




Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 




Aepa-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NHa 



Aepa-Gln-Trp-Ala-Val-GIy-Hls-Leu-Leu-NHg 
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1 




Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH- 



Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NK 



O H 



oc)2-Gln-Trp-Ala-VaI-Gly-His-Leu-Leu-NH5 




°0 A 



Aepa-(Doc)2-Gln-Trp-A!a-Val-pA!a-His-Phe-NIe-NH2 



Q r^Aepa-(Doc)2-Gln-Trp-A!a-Ala-pA!a-Hls-Phe-Nle-NH2 



Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



Aepa-GIn-Trp-AIa-Val-pAIa-Hls-Leu-Nle-NHg 



Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHa 




Q ^ i^Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH. 




g i-^Aepa-Gln-Tip-AIa-Ala-pAla-Hls-Phe-Nle-NHa 

O H 
O 9 



'(Doc)2-Gln-Trp-Ala-VaI-pAla-His-Leu-Leu-NH2 



{Doc)2-Gln-Trp-Ala-VaI-PAIa-His-Leu-Nle-NH2 





°o ■ 9 

n r^{Doc)2-Gln-Trp-A!a-Val-Qly-His-Leu-Leu-NH2 



(Doc)2-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



(Doc)2-Gln-Trp-Ala-Ata-pAla*Hls-Phe-Nle-NH2 
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V 

^ 




Aepa-(Doc)2-6in-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



Aepa-(Doc)2-Gln-Trp-AIa-Val-Gly-His-Leu-Leu-NH2 



Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-Phe-N!e-NH2 



Aepa-(Doc)2-Gln-Trp-Ala-AIa-pAla-Hls-Phe-Nle-NH2 



Aepa-Gln-Trp-Ala-Val-pA!a-His-Leu-Leu-NH2 



Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHg 



Aepa-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NHg 



Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHa 



Aepa-Gln-Trp-AIa-Ala-pAla-His-Phe-NIe-NHg 



(Doc)2-Gln-Trp-Ala-Val^JAIa-Hls-Leu-Leu-NH2 



(Doc)2-Gln-Trp-A!a-Val-pA!a-His-Leu-NIe-NH2 




(Doc)2-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NH2 



(Doc)2-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



(Doc)2-Gln-Trp-Ala.Ala.pAla-Hls-Phe-Nle-NH2 



915-Bombesinl 5-8-02.5kc 



\ 




oc-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 



Doc-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-MHa 



Doc-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 



Doc-DAIa-Gln-Trp-Ala-Val-pAla-HIs-Phe-Nle-NH2 



Doc-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NHa 



Doc-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NHa 



oc-Aepa-DPhe-GIn-Trp-Ala-Val-pAla-His-Leu-Nle-NHg 



oc-Aepa-DPhe-Gln-Trp-Ala-Val-Giy-His-Leu-Leu-NHa 



Doc-Aepa-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHa 



Ooc-Aepa-DPhe-Gln-Trp-Ala-Ala-pAla-Hls-Phe-Nle-NHa 



epa-(Doc)3-DPhe-Gln-Trp-Ala-Val-pA]a-His-Leu-Leu-NH2 



epa-(Doc)3-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



epa-(Doc)3-DPhe-Gln-Trp-AIa-Val-Gly-Hls-Leu-Leu-NH2 



Aepa-(Doc)3-DAIa-Gln-Trp-Ala-Val-pAIa-Hls-Phe-Nle-NH2 



Aepa-(D.oc)3-DPh.e-GIn-Trp-Ala-Ala-pAla-His-Phe-N!e-NH2 
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epa-Doo-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NHg 



pa-Doo-DPhe-GIn-Trp-Ala-Val-pAla-His-Leu-NIe-NHg 



Aepa-Doc-DPhe-Gln-Trp-AIa-Val-Gly-His-Leu-Leu-NHa 



Aepa-Doc-DA!a-Gln-Trp-Ala-Val-pAIa-His-Phe-Nle-NH2 






(Doc)3-Aepa'Gln-Trp-Ate-Val-Gly-His-Leu-Leu-NH2 



{Doc)3-Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nl0-NH2 



(Doc)3-Aepa-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 
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Doc-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 




Doc-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHg 




Doc-DPhe-Sln-Trp-Ala-Val-Gly-His-Leu-Leu-NHa 




OocrDAIa'Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHg 




Doc-DPhe-GIn-Trp-Ala-Ala-pAla-His-Phe-Nle-NHa 
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Aepa-Gln-Trp-AIa-Ala-pAla-His-Phe-Nle-NHg 




(Doc)2-Gln-Trp-Ala-Val-pAIa-His-Leu-Leu-NH2 






(Doc)2-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 




(Doc)2-Gln-Trp-A»a-Ala-pAla-His-Phe-Nle-NH2 



915-Bombesin12b_1 1-13-02.skc 




Aepa-^Doc)4-Gaba-Gln-Trp-Ala-Val-pAIa-Hls-Leu-L€U-NH2 



{Doc)4-Aepa-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



(Doc)4-Gaba-GIn-Trp-A!a-Val-pA!a-His-Leu-Leu-NH2 




Y'->{|Xx^Aepa-(Doc)4-Gaba-GI^ 




(Doc)4-Aepa-Gaba-Gln-Trp-Ala-Val-GIy-HIs-Leu-Y(CH2NH)-Leu-NH2 



(Doc)4-Gaba-Gln-Trp-Ala-Val-Gly-His-Leu-Y(CH2NH)-Leu-NH2 





Doc)4-Aepa-Gln-Trp«AIa-Val-Gly-His-Leu-Y(CH2NH)-Leu-NH2 



(Doc)4-Gln-Trp-AIa-Val-Gly-His-Leu-Y(CH2NH)-Leu-NH2 



915-Bombesin13_1 1-26-02.skc 




Doc)4'Aepa-Gaba-Gln>Trp-Ala-Val-pAla-Hls-Leu-Nie-NH. 



(Doc)4*Gaba-Gln-Trp-Ara-Val-pAja-His-Leu-Nle-NH2 



915-Bombesin13b_1 1-25-02.skc 




Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHj 




Aepa-GIn-Trp-Ala-Ala-pAla-His-Phe-Nle-NHa 




(Doc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 





(Doc)2-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




(Doc)2-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 




(Doc)2-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 
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,epa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 





0 n 



^Aepa-(Doc)4-DAIa-Gln-Trp-Ala-Val-pAIa-Hls-Phe-Nle-NH2 



ipa-(Doc)4-DPhe-Gln-Trp-AIa-Ala-pAla-His-Phe-Nle-NH2 




(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 




(Doc)4-Aepa-DPhe'Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



o 




.(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-GIy-His-Leu-Leu-NH2 
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Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pA!a-His-Leu-Leu-NH2 



Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Va|.pAla-His-Leu-Nle-NH2 



Aepa-(Doc)4-DPhe-GIn-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 



Aepa-(Doc)4-DAIa-GIn-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Ala-pA!a-His-Phe-Nle-NH2 




(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



(Doc)4-Aepa-DPhe-Gln-Trp-Ala-VaI-pAla-His-Leu-Nle-NH2 



(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-Gly'Hls-Leu-Leu-NH2 



(Doc)4-Aepa-DAIa-Gln-Trp-Ala-VaI-pAIa-Hls-Phe-Nle-NH2 



(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 



(Doc)4-DPhe-Gln-Trp-Ala-VaI-pAla-His-Leu-Leu-NH2 



(Doc)4-DPhe-Gln-Trp.Ala-Val-pAla-Hls-Leu-NIe-NH2 



(Doc)4-DPhe-Gln-Trp-Ala-Val'GIy-Hls-Leu-Leu-NH2 



(Doc)4-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



(Doc)4-DPhe-Gln-Trp-AIa-Ala-pAla-Hls-Phe-Nle-NH2 
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(Doc)4-Aepa-DPhe-Gln-Trp-Ala-A!a-pAla-His-Phe-Nle-NH2 




{Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-LeiJ-Leu-NH2 




{Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 




(Doc)4-DPhe-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NH2 




(Doc)4-DAIa-Gln-Trp-Ala-Val-pAIa-Hls-Phe-Nle-NH2 
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S103. 



Aepa-(Doc)4-GIn-Trp-Ala-Val-pAla-His-Leu-Leu-NH 



Aepa-(Doc)4-GIn-Trp-Afa-Val-pAla-His-Leu-Nle-NH2 



Aepa-(Doc)4-Gln-Trp-Ala-Val-:GI^His-Leu-LeLhNH* 



Aepa-(Doc)4-Gln-Trp-Ala-Val-pA!a-His«Phe-Nle-NH3 



Aepa-(Doc)4-Gln-Trp-Ala-A!a-pAla-Hls-Phe-Nle-NH. 



Doc)4-Aepa-Gln-Trp-A!a-VaI-pAla-His-Leu-Leu-NH2 
^ O f^Doc)4-Aepa-Gln-Trp-A!a-Val-pAla-His-Leu-Nle-NH2 




Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHj 




° Q |X(Doc)4-Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-N!e-NH. 




°^<D0CV 



Aepa-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NHa 



Gln-Trp-A!a-VaI-pAla-Hls-Leu-Leu-NH. 




GIn-Trp-AIa-Val-pAIa-His-Leu-Nle-NHg 




{Doc)4-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NH2 



O r^(Doc)4-Gln-Trp-Ala-Val-pAla-Hi8-Phe-Nle-NH, 



II >o 9 



Gln-Trp-Ala-Ala-pAla-His-Phe^Nle-NHg 




Aepa"(Doc)4-Gln-Trp-Ara-Val-pAla-His-Leu-Leu-NH 



Aepa-(Doc)4-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH, 



Aepa-(Doc)4-Gln-Trp-Ala-VaI-Gly-His-Leu-Leu-NK 



Aepa-(Doc)4-Gln-Trp-AIa-Val-pAla-His-Phe-NIe-NH 



Aepa-(Doc)4-Gln-Trp-Ala-Ala-pAIa-Hls-Phe-Nle-NH. 



(Doc)4-Aepa-Gln-Tn>Afa-VaI-pAla-His-Leu-Leu-rf 



(Doc)4-Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-N. 



{Doc)4-Aepa-Gln-Trp-Ala-VaI-Gly-His-Leu-Leu-r 



(Doc}4-Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-Nh 



(Doc)4-Aepa-Gln-Trp-AIa-Ala-pAla-HIS"Phe-NIe-N; 




(Doc)4-GIn-Trp-Ala-Val-pAla-His-Leu-Leu-NH. 



(Doc)4-Gln-Trp-Ala-VaNpAla-His-Leu-Nle-NH. 



(Doc)4-Gln-Trp-Ala-VaI-Gly-His-Leu-Leu-NH2 



(Doc)4-GIn-Trp-Ala-Va|.pAla-His-Phe-Nle-NH3 



(Doc)4-Gln-Trp-AIa-Ala-pAla-HIs-Phe-Nle-NH; 
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0 o 




Aepa-(Doc)4-Gln-Trp-Ala-Val-pAla-His-Leu-NIe-NH. 




Aepa-(Doc)4-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH. 




Aepa-(Doc)4-Gln-Trp-Ala-Val-pA!a-His-Phe-Nle-IMH2 




epa-{Doc)4-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NHj 




;(Doc)4-Aepa-Gln-Trp-AIa-Val-pAla-His-Leu-Leu-NH2 





{Doc)4-Aepa-GIn-Trp-Aia-Val-Gly-His-Leu-Leu-NH2 
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(Doc)4-Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 





(Doc)4-Gln-Trp-Ala-VaI-pAla-His-Leu-Leu-NH2 




(Doc)4-GIn-Trp-AIa-Va!-pAla-His-Leu-Nle-NH2 




(Doc)4-Glrv-Trp-AIa-Val-GIy-His-Leu-Leu-NH2 




(Doc)4-Gln-Trp-Ala-Val-p/Ua-His-Phe-Nle-NH2 




(Doc)4-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 
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Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



Aepa-(Doc)2-DPhe-Gln-Trp-Ala-VaI-Gly-H!s-Leu-Leu-NH2 




Aepa-(Doc)2-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 



•9 



Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 



Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHa 



Aepa-DPhe-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NHj 



Aepa-DAIa-Gln-Trp-Ala-Va1-pAla-His-Phe^Nle-NH2 




Aepa-DPhe-Gln-Trp-Ala-AIa-pAla-His-Phe-Nle-NHg 




(Doc)2-DPhe-Gln-Tip-AIa-Val-pAla-His-Leu-Leu-NH2 



(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



WW- . X 



(Doc)2-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




(Doc)2-DAIa-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NH2 



(Doc)2-DPhe-GIn-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 
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>epa«(Doc)2-DPhe-Gln-Trp-Ala-Val-|3Ala-His-Leu-Nle-NH2 




epa-(Doc)2-DPhe-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NH2 




Aepa-(Doc)2-DAIa-Gln-Trp-Ala'Val-pAla-His-Phe-Nle-NH2 




Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Ala-pAla-Hls-Phe-Nle-NH2 





epa-DPhe-Gln-Trp-Ala-Val-pAIa-His-Leu-Nle-NH2 




Aepa-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHj 
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Aepa-DAIa-Gln-Trp-AIa-Val-pAIa-His-Phe-Nle-NHg 




Aepa-DPhe-Gln-Trp-Ma-Ala-pAla-His-Phe-NIe-NHa 




(Doc)2-DPhe-Gln-Trp-A!a-Val-pAla-His-Leu-Leu-NH2 




(Doc)2-DPhe-Gln-Trp-A!a-Val-pAIa-His-Leu-Nle-NH2 




(Doc)2-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




(Doc)2-DAIa-Gln-Trp-AIa-Val-pAla-His-Phe-Nle-NH2 




(Doc)2-DPhe^Gln-Trp-Ala-Ala-pAla-HIs-Phe-Nle-NH2 
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91 5-Bombesin5_1 1 -08-02.skc 




epa-(Doc)2-Gln-Trp-AIa-Val-pAla-His-Ala-Nle-NH2 




epa:GIn-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 




(Doc)2-Gln-Trp-Ala-Val-pAIa-His-Ala-Nle-NH2 





epa-DPhe-Gln-Trp-Ala-Val-pA!a-His-Ala-Nle-NH2 




(Doc)2"DPhe-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 
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(Doc)4-Aepa-Gln-Trp-Ala-VaI-pAla-His-Ala-Nle-NH2 



Doc)4-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 





o 




-(Doc)4-DPhe-Gln-Trp-AlaA/al-pAIa-His-AIa-Nle-NH2 




o 




,(Doc)4-DPhe-Gln-Trp-Ala-Va1-pAla-Hls-Ala-Nle-NH2 




(Doc)a-Aepa-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 




(Doc)2-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 
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Aepa-(Doc)2-Gln-Trp-Ala-VaI-pAla-His-Ala-NIe-NH2 



Aepa-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH^ 



(Doc)2-Grn-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 



Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Ala-Nie-NH2 



Aepa-DPhe-Gln-Trp-Ala-Val-pA!a-His-Ala-Nle-NH2 



(Doc)2-DPhe-GIn-Trp-Ala-Val-pAla-His-Ala-NIe-NH2 



Aepa-(Doc)4-Gln-Trp-Ala-Val-PAIa-Hls-Ala-Nle-NH2 



{Doc)4-Aepa-Gln-Trp-Ala-Va!-pAla-His-Ala-Nle-NH2 



(Doc)4-Gln-Trp-Ala-Val-pAla-Hls-Ala-Nle-NH2 



Aepa-(Doc)4-DPhe-Gln-Trp-Ala-VaI-pA!a-His-A!a-Nle-NH2 



" o f^(Doc)4-Aepa-DPhe-Gln-Trp-AIa-Val-pA!a-Hls-Ala-Nle-NH2 




(Doc)4-DPhe-Gln-Trp-Ala-Val-pA!a-His-Ala-Nle-NH2 



(Doc)2-Aepa-Gln-Trp-AIa-Val-PAIa-Hls-A!a-Nle-NH2 



(Doc)2-Aepa-DPhe-Gln-Trp-AIa-Val-pAla-Hls-AIa-'Nle-NH2 
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epa-Gln-Trp-AIa-Val-pAla-His-Ala-Nle-NHg 



ir^*"^^(Doc)2-Gln-Trp-Ala-Va^ 



epa-(Doc)2-DPhe-Gln-Trp-Ala-Val-pAIa-His-Ala-Nle-NH2 



epa-DPhe-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NHg 



(Doc)2-DPhe-Gln-Trp-Ala-Val-pA!a-His-Ala-Nle-NH2 



epa-(Doc)4"Gln-Trp-AIa-Val-pAla-His-Ala-Nle-NH2 



(Doc)4-Aepa-GIrHTrp-A!a-VaI-pA!a-His-Ala-NIe-NH2 



epa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-H!s-AIa-Nle-NH2 



(Doc)4-Aepa-DPhe-GIn-Trp-Ala-Val-pAla-Hls-AIa-Nle-NH2 



(Doc)4-DPhe-Gln-Trp-Ala-VaI-pAla-His-Ala-Nle-NH2 



(Doc)2-Aepa-Gln-Trp-A!a-Val-pAla-Hls-A!a-Nle-NH2 



(Doc)2-Aepa-DPhe-GIn-Trp-Ala-Val-pAla-His-Ala'Nle-NH2 
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Aepa-(Doc)3-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-lMH2 



epa-{Doc)3-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



epa-(Doc)3-GIn-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 



Aepa-(Doc)3-Gln-Trp-AIa-Val-pAla-Hls-Phe-Nle-NH2 



Aepa-(Doc)3-GIn-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 



epa-Doc-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 



epa-Doc-Gln-Trp-Ala-Val-pA!a-Hls-Leu-Nle-NH2 



Aepa-Doc-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NHg 



Aepa-Doc-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHg 



Aepa-Doc-Gln-Trp-Ala-Ala-pAla-Hls-Phe-Nle-NHg 



(Doc)3-6ln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



<Doc)3-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



{Doc)3-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 



(Doc)3-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



(Doc)3-Gln-Trp-Ala-Ala-pAla-His-Phe-rM!e-NH2 
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(Doc)3-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 



{Doc)3-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



(Doc)3-Aepa'DPhe-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NH2 




(Doc)3-Aepa-DAIa-Gln-Trp-AIa-Val-pAla-His.Phe-Nle-NH2 



Poc)3-Aepa-DPhe-Gln-Trp-Ala-A!a-pA[a-His-Phe-NIe-NH2 



(Doc)3-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




(D.oc)3-DPhe-Gln-Trp-Ala-VaI-pAla-His-Leu-Nle-NH2 



{Doc)3-DPhe-Gln-Trp-AIa-Val-Gly-Hls-Leu-Leu-NH2 



{Doc)3-DAIa-GIn-Trp-Ala-VaI-pAIa-His-Phe-Nle-NH2 



(Doc)3-DPhe-Gln-Trp-Ala-AIa-pAla-His-Phe-Nle-NH2 
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Doc-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 



Doc-Gln-Trp-Ala-Val-pA!a-His-Leu-Nle-NH2 




Ooc-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 



Doo-Gln-Trp-AlaTAIa-pAla-Hls-Phe-Nle-NHj 



Poc-Aepa-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NHg 




Doc-Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHa 



oc-Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHg 



Doc-Aepa-Gln-Trp-A!a-A!a-pA!a-His-Phe-NIe-NH2 




oo-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHa 
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DPhe-cycIo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)4-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-Lys«DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-TTir-NH2 



(Doc)4-Aepa-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Doc)4-Lys-DTyr-DTyr-csyclo(C^-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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pGlu-Hls-Trp-Ser-Tyr -jj --^^Leu-Arg-Pro-Gly-NHg 



(Doc)2-Aepa -{} 





pGlu-His-Trp-Ser-Tyr -j|-^^Leu-Arg-ProGly-NH2 



(Doc)3-Aepa -i 




pGlu-His-Trp-Ser-Tyr -jj-^^^Leu-Arg-Pro-Gly-NHg 



(Doc}4-Aepa -n- 



pGlu-His-Trp-Ser-Tyr -(j'^'^'^Leu-Arg-Pro-Gly-NHg 




Aepa-Doc -n- 

H 




pGlu-Hls-Trp-Ser-Tyr -j^-'^^Leu-Arg-Pro-Gly-NHa 
pGlu-His-Trp-Ser-Tyr -N-^^^Leu-Arg-Pro-Gly-NHg 




Aepa-(Doc)3 



-NH. 




pGlu-Hls-Trp-Ser-Tyr -ji-'^^Leu-Arg-Pro-Gly 

wo n 

-^_jj-^Aepa-(Doc)4 --fj- 

pGlu-HIs-Trp-Ser-Tyr -N-'^'-^Leu-Arg-Pro-GIy-NHa 
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'oiu|l 
111 



Aepa 





pGlu-H!s-Trp-Ser-Tyr -N^'^^Leu-Arg-Pro-Gly-NHa 



(Doc}2-Aepa - 




s 

pGlu-His-Trp-Ser-Tyr -{j-^^Leu-Arg-Pro-Gly-NHg 



(Doc)4-Aepa -n- 




pGlu-His-Trp-Ser-Tyr •{{'"'^^Leu-Arg-Pro-Gly-NHa 



Aepa-(Doc}4 — fj- 




pGlu-His-Trp-Ser-Tyr -fj-^^^Leu-Arg-Pro-Gly-NHg 



Aepa 



pGlu-His-Trp-Ser-Tyr -{j-'^^^Leu-Arg-Pro-NHEt 




(Doc)2''Aepa 



pGlu-Hls-Trp-Ser-Tyr -f|'''*"^^Leu-Arg-Pro-NHEt 




(Doc)4-Aepa -i 




pGlu-His-Trp-Ser-Tyr Leu-Arg-Pro-NHEt 




Aepa-(Doc)2 



pGlu-His-Trp-Ser-Tyr 



1 



Leu-Arg-Pro-NHEt 




(Doc), H- 



pGlu-Hi8-Trp-Ser-Tyr.N-*>^Leu-Arg-Pro-NHEt 



-11 ' * 
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1 



-Aepa -N 



3 

pGlu-His-Trp-Ser-Tyr -[j'^V-Leu-Arg-Pro-Gly-NHa 




(Doc)2-Aepa 



pGlu-His-Trp-Ser-Tyr -^-''-^Leu-Arg-Pro-Gly-NHg 




(Doc)3-Aepa --i 







5 

pGIu-Hls-Trp-Ser-Tyr -r^^'^^'-j^Leu-Arg-Pro-Gly-N 

pGlu-His-Trp-Ser-Tyr -{j-^'^^Leu-Arg-Pro-Gly-NHg 

Aepa-Doc "H"]^ 
pGlu-His-Trp-Ser-Tyr -jj-^^-j— Leu-Arg-Pro-Gly-NHg 

pGlu-His-Tip-Ser-Tyr -jj|-''**^^Leu--Arg-Pro-Gly-NH2 




Aepa-(Doc)3 -ft 




pGlu-Hls-Trp-Ser-Tyr -j^-'^^^Leu-Arg-Pro-Gly-NHa 




Bpa-(Doc)4 -[} 




pGlu-Hls-Trp-Ser-Tyr -j^j-'-^'^^Leu-Arg-Pro-Gly-NHa 
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Aepa-(Doc)4 — (J- 



pGlu-His-Trp-Ser-His -{^-^Trp-Tyr-Pro-Gly-NH 



Aepa ^1 



H 




pGlu-His-Trp-Ser-His -N^^^^Trp-Tyr-Pro-Gly-NHg 




(Doc)2-Aepa ^u- 

H 



pGlu-Hls-Trp-Ser-His -p-'^^Trp-Tyr-Pro.Gly.NHg 




(Doc)4-Aepa — jj- 



pGlu-Hfs-Trp-Ser-His - 



{J'^^Trp-Tyr-Pro-Gly-NHg 




Aepa-CDoc), 




pGIu-Hls-Trp-Ser-His -j^j-'^^Trp-Tyr-Pro-Gly-NHa 
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s 

pGlu-His-Trp-Ser-Tyr -N-^^Y-Leu-Arg-Pro-Gfy-NHa 




pGlu-His-Trp-Ser-Tyr -jj-^^Leu-Arg-Pro-Gly-NHj 




(Doc)3 -B 




pGlu-His-Trp-Ser-Tyr Leu-Arg-Pro-Gly-NHj 




(Doc)4 _N. 




e 

pGlu-Hls-Trp-Ser-Tyr -fj-'-^'^Leu-Arg-Pro-Gly-NHg 



Doc H 



pGlu-His-Trp-Ser-Tyr -jj-^^^Leu-Arg-Pro-GIy 



(Doc)2 



pGlu-His-Trp-Ser-Tyr 




{DoOa -4 



Leu-Arg-Pro-Gly-NHa 




pGlu-His-Tip-Ser-Tyr -jj-^'^Leu-Arg-Pro-Gly-NHj 



(Doc)^ -jj 




s 



pGlu-His-Trp-Ser-Tyr -N-^^Leu-Arg-Pro-Gly-NHa 
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Aepa 




pGlu-His-Trp-Ser-Tyr -N''*"*^Leu-Arg-Pro-Gly-NH2 . 



(Doc)2-A6pa 




3 

pGlu-HIs-Trp-Ser-Tyr .jj/Sr-Leu-Arg-Pro-Gly-NHg 



(Doc)3-Aepa -N 




pGlu-His-Trp-Ser-Tyr -N'''***^Leu-Arg-Pro-GIy-NH2 



(Doc)4-Aepa 



pGlu-His-Trp-Ser-Tyr -fj-'^^'^Leu-Arg-Pro-Gly-NHa 




■S-Aepa-Doc — R 




mm 

pGlu-Hls-Trp-Ser-Tyr .jjAj^Leu-Arg-Pro-Gly-NHg 



H 



Aepa-(Doc)2 -N 



pGlu-His-Trp-Ser-Tyr -{j-'^Leu-Arg-Pro-Gly-NHa 




^Aepa-(Doc)8 -H 



pGlu-His-Trp-Ser-Tyr "H'^j-Leu-Arg-Pro-Gly-NHa 




Aepa-(Doc)4 -N 



pGIu-HIs-Trp-Ser-Tyr -[j-^^Leu-Arg-Pro-Gly-NHa 
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' Appendix B 



9 



I 
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■I 1 1 i_ — 




HSDGIFTDSYSRYRKQMA\A<KYLAAVL(PAIa)KRYKQRVKNK.NH; 




HSDGIFTDSYSRYRKQMAVKKYLAAVL{Ava)KRYKQRVkNK-NH2 




HSDGIFTDSYSRYRKQMAVKKYLAAVLGKRYKQR(A6c)KNK-NH2 




HSDQIFTDSYSRYRKQMA(A5c)KKYI-AAVLGKRYKQRVKNK-NH2 




(Aepa)HSDGIFTDSYSRYRKQMAVKKYLAAVL(pAla)KRYKQRVKNK 



-NH 



NH 




:Aepa)HSDGIFTDSYSRYRKQMAVKKYLAAVLGKRYKQR(A6c)KNK-NH2 



(Aepa)HSDGiFTDSYSRYRKQMA(A5c)KKYLAAVLGKRYKQRVKNK-NH2 
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(Doc)Q-Lys-DTyr-DTyr-cyclo{Cys-TyFrDTrp-Lys-Abu-Cys)-rThr-NH2 



(Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Oysh I nr-Nhig 



Lys-DTyr-DTyr-cyclo(Cys-Tyr«DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)4-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)4-Aepa-DPhe-cyclo{Cys-Tyr-DTrp-Lys-Abu-uys;- 1 nr-NM2 



DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



915-Somatostatfn1 11-12>02.skc 




(Doc)6-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 





(Doc)4-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 
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Doc-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



{Doc)2-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



(Doc)3-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-VaI-Cys)-Thr-NH2 



(Doc)5-Aepa-DPhe-c{Cys-3ITyr-DTrp-Lys-Va!-Cys)-Thr-NH2 




(Doc)e-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



^^jJ^(Aepa)2-DPhe-c(Cys-3ITyr-DTip-Lys-^^ 




Doo-DPhe-c(Cys-3rryr-DTrp-Lys-Val-Cys)-Thr-NH2 




Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)a-DPhe-c(Cy8-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



(DocVDPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys>-Thr-NH2 



(Doc)g-DPhe-c(Cys-3ITyr-DTrp-Lys-VaI-Cys)-Thr-NH2 




{Doc)e-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 
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Aepa-Doc-DPhe-c{Cys-3ITyr-DTrprLys-Val-Cys)-Thr-NH2 



Aepa-(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



Aepa-(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



Aepa.(Doc)4-DPhe-c{Cys-3ITyr-DTrp-Lys-Vai-Cys)-Thr-NH2 
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Doo-Aepa-DPhe-c(Cys-3ITyr-DTirp-Lys-Thr-Cys)-Thr-NH2 



Doc)2-Aepa-DPhe-c(Cys-3ITyr-DTn>Lys-Thr-Cys)-Thr-NH2 



(Doc)3-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



(Doc)4-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



(Doc)5-Aepa-DPhe-c(Cys-3ITyr-DTrp-Ly5-Thr-Cys)-Thr-NH2 



(Doc)Q-Aepa-DPhe-c{Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



(Aepa)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Ly5-Thr-Cys)-Thr-NH2 




(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



(Doc)4-DPhe-c{Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 




{Doc)g-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 




(Doc)e-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
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Aepa-Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cy5)-Thr-NH2 




Aepa-(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 




Aepa-(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 




Aepa-(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
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(Doc)6-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



(Doc)4-DPhe<{Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



Phe-ciCys-aiTyr-DTrp-Lys-Thr-Cysnhr-NHg 



Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



(Doc)4-Aepa-DPhe-c(Cys-3ITyr-DTrp-Ly5-Thr-Cys)-Thr-NH2 



DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



Aepa-DPhe-c(Cys-3JTyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
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Ooc-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)2-Aepa-DPhe-c(CyS"3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)3-Aepa-DPhe-c{Cys-3lTyr-DTrp-Lys-Abu-Cys)-Thr-lvJH2 



{Doc)4-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)5-Aepa-DPhe-c{Cys-3lTyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



{Doc)Q-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NHj 



(Aepa)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




o V-Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-N Hg 



{Doc)2-DPhe-c(Cys-3iTyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



{Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)5-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(DocVDPhe-c(Cys-3ITyr-DTrp^Lys-Abu-Cys)-Thr-NH2 
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Aepa-Doo-DPhe-c(Cys-3ITyr-DTrpTLys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)3-DPhe-c(Cys-3nryr-DTrp-Ly8-Abu-Cys)-Thr-NH2 



Aepa-(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

* 
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(Doc)a-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
DPhe-c(Cys-3lTyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

* 

(Doc)4-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

* 

DPhe-c(Cy5-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
Aepa-DPhe-c{Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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oc-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)2-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)3-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)s-Aepa-DPhe-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys>Thr-NH2 



{Doc)6-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Aepa)2-DPhe-cyc!o(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Doc-DPhe-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)2-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr'-NH2 



(Doc)3-DPhe-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)4-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



{Doc)5-DPhe-<^clo(Cys-Tyr-DTrp-Lys-AbU'-Cys)-Thr-NH2 



Doc)6-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



m 9 
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Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys>Thr.NH2 

H 

Doc-Aepa-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-T^ 
Doc)2.Aepa-Lys.DTyr-DTyr-cycIo(Cys-Tyr-DTrp-^ 
(Doc)3-Aepa-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-^^ 
Doc)4-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-T^ 

{Doc)g-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH, 

Doc)6-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr^ 

(Aepa)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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(Doc)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu<3ys)-Thr-NK 




(Doc)3-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)5-L>^-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cy5)-Thr-NH2 




(Doc)Q-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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Aepa-Doc-Ly5-DTyr-DTyr-<yclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)2-Lys-DTyr-DTyr-cyclo(Ci^-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 * 



Aepa-(Doc)3-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-Doc-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc^-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-{Doc)3-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)4-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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(Doc)Q-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH2 



(Doc)4-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(BzI)-Tyr-NH2 



Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH2 



{Doc)4-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-tyr-NH2 



|^^^(Doc)4-Aepa-Caeg-cyc!o(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzi)-Ty^^ 



aeg^ycIo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 

• ■ 



Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr{Bzl)-Tyr-NH2 
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Doc-Aepa-Caeg-cyc!o(DCys-3Pal-DTrp-Lys-DCys)-Thr(BzI)-Tyr-NH2 



(DcK5)2-Aepa-Caeg-cyclo(OCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 




(Doc)4-Aepa-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)5-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 




{DocVAepa-^Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys^Thr(Bzl)-Tyr-NH^ 




(Aepa)2-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 
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Doc-Caeg-cyclo(DCys-3Pal-DTrp-LyS"DCys)-Thr{Bz!)-Tyr-NH2 



{Doc)2-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH2 



Doc)3-Caeg-cydo(DCys-3PaI-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)4-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(BzJ)-Tyr-NH2 



(Doc)5-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)e-Caeg-cycIo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 
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Aepa-Doc-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Th*r(Bzl)-Tyr-NH2 



Aepa-(Doc)2-Caeg-<yc!o(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



Aepa-(Doc)3-Caeg-cyclo(DCys-3Ffal-DTrp-Lys-DCys)-Thr{BzI)-Tyr-NH2 



Aepa-{Doc)4-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(BzI)-tyr-NH2 

• 
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(Doc)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-thr-NH2 



Aepa-(Doc)4^Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-T^ 



Aepa-(Doc)Q-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Ly5-DTyr-DTyr-cydo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 





{Doc)2-Aepa-Lys-DTyrnDTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)4-Aepa-Lys-DTyr-DTyr-cydo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



{Doc)Q-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Aepa)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)4-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-^ 



(Doc)e-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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Aepa-{Doc)4-DPhe-cyclo(Cy5-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Dco)2-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Dco)4-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



o 




{Dco)Q-Aepa-DPhe-cyclo{Cys-Tyr-DTn>Lys-Abu-Cys)-Thr-NH2 



(Aepa)2-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NI-l2 

o 

Dco)2-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Dco)4-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Dco)a-Aepa-DPhe-cycIo{Cys-'Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Dco)8-Aepa-DPhe-<^clo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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lira 




HSDAVFTDNYTRLRKQ(Nte)AVKKYLNSILN-NH2 



^^^^^^^J^^ HSDAVFTDNYTRLRKQMAVKKYLNSILN-NHj 




HSDAVFTDNYTRLRKQMAVKKFLNSILN-NH2 



HSDAVFTDNYTRLRKQMAVKKALNSILN-NH, 



HSDAVFTDNYTRLRKQMAVKKLLNSILN-NHa 



(Aepa)HSDAVFTDNYTRLRKQ(Nle)AVKKYLNSILN-NH2 




(Aepa)HSDAVFTDNYTRLRKQMAVKKYLNSILN-NH2 




(Aepa)HSDAVFTDNYTRLRKQMAVKKFLNSILN-NH2 




(Aepa)HSDAVFTDNYTRLRKQMAVKKLLNSILN-NH2 



915-VIP_5-8-02^kc 
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%J Doc-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 



-Ala-Val-Gly-His-Leu-Leu-NH2 




Doc-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 




Doo-DPhe-Gln-Trp-Ala-Ala-pAla-Hls-Phe-Nle-NHg 
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^^^^^^^^^^ 



V^/^^Doc-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHg 



VV^^Doc-Aepa-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-N^ 




V^/^""^^oc-Aepa-DAIa-^ln^ 



VV'^^Doc^Aepa-DPhe-Gln-Trp-Ala-Ala-pAla-His-Ph 
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o o 



\ /~^Aepa-(Doc)3-DPhe-Gln-Trp-Ala-Va]-pAla-Hls-Leu-Leu-NH2 




o 

o 



Aepa-(Doc)3-DPhe-Gln-Trp-Ala-.Val-pAla.Hi5-Leu-Nle-NH2 




Aepa-(Doc)3-DPhe-Gln-Trp-Ala-Val-GIy-His-Leu-Leu-NH2 



Aepa-(Doc)3-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 




Aepa-(Doc)3-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 
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o 

\ /^(Doc)3-Aepa-Gln-Trp-Ala-»Val-pAla-H1s-Leu-Leu-NH2 



{Doc)3-Aepa-Gln-Trp-AIa-Val-pAla-His-Leu-Nle-NH2 



(Doc)^-Aepa-Gln-Trp-Ala-Val-GIy-His-Leu-Leu-NH2 



(Doc)3-Aepa-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NH2 



(Doc)3-Aepa-Gln-Trp-AIa-Ala-pAla-His-Phe-Nle-NH2 
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o 



Aepa-Doc-DPhe-Gln-Trp-AIa-Val-pAIa-His-Leu-Leu-NH2 




Aepa-Doo-DPhe-Gln-Tip-Ala-Val-pAIa-Hls-Leu-NIe-NHj 



7 

'Aepa-Doc-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHa 



Aepa-Doc-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHg 



Aepa-Doo-DPhe-Gln-Trp-AIa-Ala-pAIa-His-Phe-Nle-NHg 
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Aepa-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



(Doc)4-Aepa-Gaba-Gln-Trp-Ala-Val-|5Ala-His~Leu-Leu-NH2 



Doc)4-Gaba-Gln-Trp-Ala-Vai-pAla-His-Leu-Leu-NH2 



Aepa-.(Doc)4-Gaba-Gln-Trp-Ala-Val-Gly-His-Leu-^(CH2NH)-Leu-NH2 




-Aepa-Gaba-Gln-Trp-Ala-Val-Gly-His-Leu-Y(CH2NH)-Leu-NH2 




(Doc)4-Gaba-Gln'Trp-Ala-VaI-Gly-His-Leu-Y(CH2NHHeu-NH2 




Aepa-{Doc)4-G!n-Trp-Ala-Val-GIy-Hls-Leu-S^(CH2NH)-Leu-NH2 



(Doc)4-Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Y(GH2NH)-Leu-NH2 



(Doc)4-Gln-Trp-AIa-Val-Gly-Hls-Leu-Y(CH2NH)-Leu-NH2 
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Aepa-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



Doc)4-Aepa-Gaba-Gln-Trp-Ala-VaI-pAla-His-Leu-N!e-NH2 



(Doc)4-Gaba-GIn.Trp-A!a-Vai-pAla-His-Leu-NIe-NH2 
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■in ■■■ill HI iMk in mmi 




Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-|-eu-LeU-NH2 



Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH2 




^ ^_/"^Aepa-{Doc)2-Gln-Trp-Ala-Val-GIy-His-Leu-Leu-NH2 



o 

3u-/^Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NK 



Aepa-(Doc)2-Gln-Trp-Ala-Ala-pAla-HIs-Phe-Nle-NH2 



Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 



Aepa-Gln-Trp-Ala-Val-PAIa-His-Leu-Nle-NHa 



Aepa-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NHa 
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^,_/^Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



^_/^Aepa-Gln-Trp-AIa-AIa-pAla-His-Phe-N!e-NH2 




{Doc)2-Gln-Trp-Ala-Val-pA!a-His-Leu-Nle-NH2 




(Doc)2-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NH2 




(Doc)2-Gln-Trp-Ala-Val-pAla-His.Phe-N!e-NH2 




Poc)2-Gln-Trp-A!a-AIa-pAla-H!s-Phe-Nle-NH2 
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^^^^^^^^^^^^ 




Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



VV^^Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-Gly^ 



V7^^Aepa-(Doc)4-DAIa-Gln-Trp-Aia-Val-pAI 



V«y^^Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Ala-pAla-His-^ 




o 

VV"^(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-L^^ 



(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH2 




o 

^^y--/(^(Doc)4-Aepa-DPhe-<3ln-Trp-Ala-Val^^ 
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(DocVAepa-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHg 



(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 



^LV"^(Doc)4-DPhe-Gln-Trp-^^^ 




(Doc)4-DPhe-Gln-Trp-AIa-Val-pAIa-His-Leu-Nle-NH2 




o 

^_y'"^(Doc)4-DPhe-Gln-Trp-Ala-Val-Gly-Hte^^ 



^«y"""'^(Doc).-DA!a-Gln-Trp-AIa-Val-pAla-Hte^ 




^^^^^^^_/"^Doc)4-DPhe-Gln-Tr^ 
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Vy^Aepa-(Doc)4-Gln-Trp-Ala-Val-^ 



/"^^Aepa-(Doc)4-Gin-Trp>Ala-Val-Gly-His-Leu-Leu-NH2 




Vy"^Aepa-(Doc)4-G!n-Trp-Ala-VaI-pAla-His-Phe-NI^ 



Aepa-(Doc)4-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 



(Doc)4-Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




J \ /'^Doc)^-Aepa-Gln-Trp-Ala-Val-pAla-His>Leu-Nle-NH^ 



(Doc)4-Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 
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(Doc)4-Aepa-Gln-Trp-A!a-Val-pAIa-His-Phe-Nle-NH2 



P 

^y^-^(Doc)4-Aepa-Gln-Trp-A!a-Ala-pAla-His-Phe-Nle-NH2 




(Doc)4-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



(Doc)4-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH2 



(Doc)4-GIn-Trp-AIa-Val-Gly-His-Leu-Leu-NH2 



o 

/"^(DQc)^-Gin-Trp-Ala-Val-BAIa-Hls-Phe-Nle-NH^ 




(Doc)4-Gln-Trp-Ala-Ala-pA!a-His-Phe-NIe-NH2 
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X'^ ^^^^_y^Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla 



Aepa-(DocVDPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-NIe-NH2 



Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Val-GIy-His-Leu-Leu-NH2 



Aepa-(Doc)2-DAIa-Gln-Trp-Ala-Va|.pAla-Hls-Phe-Nle-NH2 




3---^''^""^Aepa-(Doc)2-DPhe-Gln-Trp.Ala-Ala-pA^ 



Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



Aepa-DPhe-Gln-Trp-Ala-Val-pA!a-His-Leu-Nle-NH2 



927-BombesIn4a_1 1-09-02.skc 



I 



I 



Appendix C 



1 




o 

J, /^Aepa-^Aia-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHg 



epa-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NHa 



(Doc)2-DPhe-GIn-Trp-AIa-Val-pAIa-His-Leu-Leu-NH2 



(Doc)2-DPhe-Gln-Trp-AIa-Val-pAla-His-Leu-Nle-NH2 




\ /''^(Doc)o-C)Phe-Gin-Trp-Aia-Va»-Gly-His-Leu-Leu-'NH2 



o 

^^_y"^(Doc)2-DAIa-GIn-Trp-Ala-Val-pAI 



{Doc)2-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 
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(Doc)2-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




(Doc)2-Aepa-DPhe-Gln-Trp-A!a-Val-pAla-His-Leu-Nle-NH2 



(Doc)2-Aepa-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 



(Doc)2-Aepa-DAIa-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NH2 



(Doc)2-Aepa-DPhe-Gln-Trp-Ala-A!a-pAla-Hls-Phe-Nle-NH2 
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i 





Vj/^^Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-Hls-Ala-Nle-NH2 




/ \ /-^sAepa-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NHg 




J \ yr-^{Doc)o-Gln-Trp-Aia-Val--pAIa-His-Ala--Nle-NH2 




^^^^^^^_V^^Aepa-(Doc)2-DPhe-GI^ 



Aepa-DPhe-Gln-Trp-Ala-VaUpA!a-His-A|a-Nle-NH2 




VV"^(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-His^^ 



Aepa-(Doc)4-Gln.Trp-Ala-VaI-pAla-His-Ala-Nle-NH2 
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— ' % /~^(Doc)A-Aepa-Gln-Trp-Ala-Val-PAIa-His-Ala-Nle-NHa 




\ /""^(Doc)^>Gln>Trp-Ala-Val-pAia-His-Aia-Nle-NH2 





V^/^"^VAepa-(Doc)4-DPhe-G 



(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Va!-pA!a-His-Ala-Nle-NH2 



o 

^_/"^(Doc)4-DPhe-Gln-Trp-Ala-Val-pAIa-His-^ 



^ /'"^(Doc)2-Aepa-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NHg 



(Doc)2-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Ala-Nle-NH2 
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ft_V~^Aepa-(Doc)3-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH, 




Aepa-(Doc)3-Gln-Trp-AIa-Val-Gly-His-Leu-Leu-NH- 




Aepa-(Doc)3-Gln-Trp-AIa-Val-pAIa-His-Phe-N!e-NH. 



Aepa-(Doc)3-GIn-Trp-Ala-Ala-pAia-His-Phe«Nle-NH3 




Aepa-Doc-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 



Aepa-Doc-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHj 




Aepa-Doc-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHj 



927-Bombesln7a 11-09-02.skc 




Aepa-Doc-Gln-Trp-Ala-Val-pAla-His-PherNle-NH- 



pa-Doc-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH. 



(Doc)3-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH 



(Doc)3-Gln-Trp-Ara-Val-pAla-'His-Leu-Nle-NH2 



(Doc)3-GIn-Trp-Ala-Val-Gly-Hls-Leu-Leu-NH2 



(Doc)3-GIn-Trp-AIa-Val-pAIa-His-Phe-NIe-NH2 



(Doc)3-Gln-Trp-Ala-AIa-pA!a-Hls-Phe.Nle-NH3 
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^^^^^^^^^^^ 




(Doc)3-Aepa-DPhe-Gln-Trp-Ala-Val-pAIa-His-Leu-Nle-NH2 




(Doc)3-Aepa-DPhe-Gln-Trp-Ala-Val-GIy-His-Leu-Leu-NH2 
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Doc-Gln-Trp-Ala-VaNpAla-His-Leu-Leu-NH. 



oc-Gln-Trp-Ala-Val-pAIa-Hls-Leu-IMIe-NK 



Doc-Gln-Trp-AIa-Val-GIy-Hi's-Leu-Leu-NK 



Doc-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NK 



Doc-Gln-Trp-Ala-Ala-pAla-Hls-Phe-Nle-NH. 
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Doc-Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 



Doc-Aepa-Gln-Trp-Ala-Val-pAIa-Hls-Leu-Nle-NH. 



Doc-Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH, 



Doc-Aepa-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NH, 



Doc-Aepa-Gln-Trp-Ala-Ala-PAla-His-Phe-Nle-NH, 
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Aepa -jj- 




pGlu-His-Trp-Ser-Tyr -N-'^^Leu-Arg-Pro-GIy-NHg 




(Doc)2-Aepa 



pGlu-His-Trp-Ser-Tyr - 




3 

[Ij^^'^Leu-Arg-Pro-Gly-NHg 



(Doc)3-Aepa -i 



H 



pGlu-His-Trp-Ser-Tyr -n 




N "*^Leu-Arg-Pro-Gly-NH2 



^^>-/^(Doc)4-Aepa 



m 

pGlu-His-Trp-Ser-Tyr -fl-'^'^Leu-Arg-Pro-Gly-NHg 



Aepa-Doc 




pGlu-His-Trp-Ser-Tyr.j;jA^Leu-Arg-Pro-Gly-NH. 



Aepa-(Ooc)2 -fl' 



pGlu-His-Trp-Ser-Tyr -{j-^^Leu-Arg-Pro-Gly-NHa 



Aepa-(Ooc)3 



pGlu-Hte-Tip-Ser-Tyr -|^-*Y-Leu-Arg-Pro-Gly^NH2 




'Aepa-(Doc)4 -{» 




pGlu-His-Trp-Ser-Tyr-j^^^Leu-Arg-Pro-Gly-NHa 
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^1 



Aepa 



5 

pGlu-Hfe-Trp-Ser-Tyr-H'''*^Leu-Arg-Pro-GIy-NH2 




(Doc)2-Aepa -N 



pGlu-Hls-Trp-Ser-Tyr -jj-^^Leu-Arg-Pro-GIy-NH, 



(Doc)3'Aepa 



pGlu-His-Trp-Ser-Tyr -jj-^^Leu-Arg-Pro-Gly-NHg 




{Doc)4-Aepa 




pGlu-His-Trp-Ser-Tyr -{J-'^^^Leu-Arg-Pro-Gly-NHa 




Aepa-Doc - 




pGlu-Hls-Trp-Ser-Tyr -jj'^^Leu-Arg-Pro-Gly-NHa 



Aepa-(Doc)2 -ft 



s 

pGlu-Hls-Trp-Ser-Tyr -{^^^^Leu-Arg-Pro-Giy-NHg 



Aepa-(Doc)3 



s 

pGlu-Hls-Trp-Ser-Tyr -fj^^^Leu-Arg-Pro-Gly-NHg 



Aepa-(Doc)4 



pGlu-His-Trp-Ser-Tyr -fl'-^^Leu-Arg-Pro-GIy-NHg 
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Doc 




pGlLhHis-Trp-Ser-Tyr . 



[^''^^Leu-Arg-Pro-GIy-NHa 



(Doc). 




pGlu-Hls-Trp-Ser-Tyr - 



|j"^^Leu-Arg-Pro-Gly-NH2 



>^^Doc)3 -a- 




pGIu-His-Trp-Ser-Tyr -[J-'^^Leu-Arg-Pro-Gly-NHg 



(Doc)4 



N- 
H 




pGlu-His-Trp-Ser-Tyr -jj-'^^Leu-Arg-Pro-Gly-NHa 



Doc - 



pGlu-His-Tn>Ser-Tyr - 




(Doc)- 



{J-'^^Leu-Arg-Pro-Gly-NHj 



-H-1 




pGlu-His-Trp-Ser-Tyr -(j-^^Leu-Arg-Pro-Gly-NHj 




000)3 

pGlu^is-Trp-Ser-Tyr -jj-^Y-Leu-Arg-Pro-Gly-NHg 
pGlu-His-Trp^r-Tyr -jj-^Y-Leu-Arg-Pro-Gly-NHa 



927-LHRH3 11.12-02.skc 



Aepa -H 



pGlu-Hls-Trp-Ser-Tyr - 



(Doc)2-Aepa -^l 



XX 



Leu-Arg-Pro-Gly-NHg 



pGlu-Hls-Trp-Ser-Tyr .jj/^^Leu-Arg-Pro-Gly^NHa 



(Doc)3-Aepa -N 



"XI 




pG!u-His-Trp-Ser-Tyr 



Leu-Arg-Pro-Gly-NHa 



Doc)4-Aepa -N 



H 

"Xik 




pGlu-His-Trp-Ser-Tyr -N^'^'^^Leu-Arg-Pro-Gly-NHa 



Aepa-Doc — 





XX 

pGlu-His-Trp-Ser-Tyr -jj-^'^Leu-Arg-Pro-Gly-NHg 
Aepa-(Doc)2 '^J^^itf^N^ 

XX 

s 

pGlu-His-Trp-Ser-Tyr -N-^^Leu-Arg-Pro-Gly-NHg 
Aepa-(Doc)3 

XX 

m 

e 

pGlu-His-Trp-Ser-Tyr -{|''*V-Leu-Arg-Pro-Gly.NH2 



Aepa-(Ooc)4 -N 



XX 



pGlu-Hls-Trp-Ser-Tyr 



Leu-Arg-Pro-GIy-NH^ 



927-LHRH4 11-12-02.skc 




H 

(Doc)4 "^""^l^^^^ 

! 

Ils-Trp-Ser-Tyr -{j^Si— Leu-Arg-Pro-Gly-NH^ 




927-LHRH5_1 1 -1 2-02.8kc 



(Doc)6-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu--Cys)-Thr-NH2 
^j^^^^j^Lys-DTyr-DTyr-cyclo(Cys-^ 

Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

H ^ 

.P 

(Doc)4-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

H 

O 

I 

(Doc)4-Aepa-DPhe-cyclo(Cy5-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

o 

^_/--^DPhe-cydo(Cys-Tyr-DTrp-Lys-Abii-Cys)-Thr-NH2 

H 

P 

Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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(Doc)6-DPhe-c(Cys-3ITyr-DTrp-Lys-'Val-Cys)-Thr-NH2 
(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



(Doc)4-Aepa-DPhe-c(Cys-3lTyr-DTrp-Lys-Val-Cys)-Thr-NH2 



DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 
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Doc-Aepa-DPhe-c(Cy5-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



(Doc)2-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)3-Aepa-DPhe-c{Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)5-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Dcx5)e-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



(Aepa)2-DPhe-c(Cys-3!Tyr-DTrp-Lys-Val-Cys)-Thr-NH2 




Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-VaI-Cys)-Thr-NH2 




(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)5-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Dpc)e-DPhe-c(CyS"3ITyr-DTrp.Ly5-Val-Cys)-Thr-NH2 
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Aepa-Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



Aepa-(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



Aepa-(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



Aepa-(Doc)4-DPhe-c{Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



927-Somatostatin12 11-13-02.skc 



■ 

Doc-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cy5)-Thr-NH2 

(Doc)2-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
p 

Doc)3-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
(Doc)5-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 

(Doc)e-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
(Aepa)2-DPhe-c{Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 

Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 

(Doc)2-DPhe-c{Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
Doc)3-DPhe-c(Cys-^ITyr-DTrp-Lys-Thr-Cys)-Thr-NH^ 

o 

(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
(Doc)5-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 

o 

(Doc)e-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 

927-Somatostatln13 11-13-02.skc 



4U- 




Aepa-Doc-DPhe-c(Cys-3ITyr-DTrp-LyS"Thr-Cys)-Thr-NH2 




Aepa-(Doc)2-DPhe-c(Cys-3ITyr"DTrp-Lys-Thr-Cys)-Thr-NH2 




Aepa-(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 




Aepa-{Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
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(Doc)e-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



o 

(Doc)4-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
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Doc-Aepa-DPhe-c(Cys-31Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
(Doc)2-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

o 

{Doc)3-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
(Doc)s-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

p 

(Doc)e-Aepa-DPheTc(Cys-3rryr-DTrp-Lys-Abu-Cys)-Thr-NH2 

o 

(Aepa)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
Doc-DPhe-c(Cys-3ITyr-DTrp-Li^Abu-Cys)-Thr-NH2 

(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-.Abu-Cys)-Thr-NH2 

o 

(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

o 

(DocVDPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

o 

{Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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ESS « o %ee Q 3; 



V/"^epa-Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-^ 




Aepa-(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




Aepa-(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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(Doc)6-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




^.7^(Doc)4-DPhe-c(Cys-31Tyr-DTrp-Lys-Abu-Cys)-Thr-NHj 



^^>.y^DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-T^^ 




Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys>-Thr-NH2 




(Doc)4-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




^^_/^DPhe-c{Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NK 




Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



927-Somatostatinl 8_1 1*-22-02.skc 



Lys-DTyr-DTyr-cycIo(Cys-Tyr-OTrp-Lys-Abu-Cys)'Thr-NH2 



Doc-Aepa-Lys-DTyr-DTyrHq^lo(Cys-Tyr-DTrp-Lys-Abu-Cy8)-Thr-NH2 



(Doc)2-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp4.ys-Abu-Cy8)-Thr-NH2 




Doc)a-Aepa-Ly5-DTyr-DTyr-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr'N 




^^^^^^^^y--^(Doc)4-AepaA.y 

o 

yy-^(Ooc)5-Aepa-iys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp4.ys-^ 



(DocVAepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




{Aepa)2-Lys-DTyr-DTyrH5ydo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-M 




Aepa-(Doc)4-Gln-Tn>Ala-VaI-pAla-His-Leu-Leu-NH2 



Aepa-(Doc)4-Gln-Trp-AJa-Val-pAla"His-Leu-NIe-NH2 



o 

>y^Aepa'(Doc)4-Gln-Trp-AIa-Va!-Gly-His-Leu-Leu-NH 



Aepa-(Doc)4-Gln-Trp-AIa.Val-pAla-His-Phe-NIe-NH2 



Aepa-(Doc)4-Gln-Trp-Ala-A!a-pAIa-His-Phe-Nle-NH2 



(Doc}4-Aepa-Gln-Trp-AIa-Val-pAla-His-Leu-Leu-^H2 



(Doc)4-Aepa-Gln-Trp-Ala-Val-pAla-HiS'Leu-Nle-NH2 



{Doc)4-Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 



(Doc)4-Aepa-Gln-Trp-Ala-Val-pAIa-His-Phe-Nle-NH2 
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(Doc)4-Aepa-GIn-Trp-Ala-A!a-pAla-His-Phe-Nle-NH2 



(Doc)4-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 



Doc)4-GIn-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 




(Doc)4-Glri-Trp-Ala-Va!-Gly-His-Leu-Leu-NH2 



(Doc)4-Gln-Trp-AIa-VaI-PA!a-Hls-Phe-Nle-NH2 




(Doc)4-Gln-Trp-Ala-Ala-pAla-Hls-Phe-Nle-NH2 
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^^_/~^Doc-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-P^ 




(Doc)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




{Doc)3-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



A_y^Dbc)4-Lys-DTyr-DTyr-cyc1o(Cys-Tyr-DTrp-Lys-^ 




{Doc)5-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




3^y^(Doc)Q-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cy^ 



927-Somatostatin4_1 1-13-02.skc 




Aepa-Doo-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cy8)-Thr-NH2 



P 

3--''^^Aepa-(Doc)3-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-L^^ 




Aepa-{Doc)4-Ly5-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



p 

Aepa-Doo-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

H 



3-^''^Aepa-(Doc)2-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-N^ 




Aepa-(Doc)3-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)4-DPhe-cycio(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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(Doc)6-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr{Bzl)-Tyr-NH2 



(Doc)4-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-Thr{B2l)-Tyr-NH2 



Aepa-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)4-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)Q-Aepa-Caeg-cyclo(DCys-3Pa!-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 
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o 

^^3-^^Do(>Aepa-Caeg-<yclo(DCys-3Pal-Dtrp-Ly^^ 



Doc)2-Aepa-Caeg-cyclo{DCys-3Pa1-DTrp-Lys-DCys)-Thr(Bz!)-Tyr-NH2 



(Doc)3-Aepa-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



^.y^(Doc)4-Aepa-Caeg-cyc!o(DCys-3Pal-DTrp-Lys-DCys)-Thr(BzlH^ 



(Doc)5-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)6-Aepa-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 




Aepa)2-Caeg-cycIo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 
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in 3Li u ^1, 



Doc-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH. 




(Doc)2-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



^^^_/-^(Doc)3-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)^ 




o 

^^^_/-^(Doc)4-Caeg-cyclo(DC^-3Pal-DTrp-Lys-DC^^ 



(Doc)g-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH 



3uJ^(Doc)3-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH3 
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Aepa-Doc-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



Aepa-(Doc)2-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



Aepa-(Doc)3-Caeg-cycIo(DCys-3PaI-DTrp-Lys-DCys>-Thr(Bzl)-Tyr-NH2 



Aepa-(Doc)4-Caeg-cycro(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 
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Camptothecin slructures_5-6-02.skc 




Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH, 




^ Aepa-Caeg-cyclo{DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr- 



NH 





Caeg-cyclo(DCys-3Pal-OTrp-Lys-DCys)-Thr(BzI)-Tyr-NH, 



Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH- 




Aepa-(Doc)2-Caeg-cyclo(DCys-3Pal-pTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH; 
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DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NK 




Aepa-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



(Doc)4-Aepa-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



I Aepa-(Doc)2-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NHj 




DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



Aepa-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)4-Aepa-DPhe-cyclo(Cys-3ITyr-DTrp-L^-Val-Cys)-Thr-NH2 




Aepa-(Doc)2-DPhe-cyc!o(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



CTP-91 5-SST2_5-7-02.skc 




Appendix D 




Aepa-{Doc)2-GIn-Trp-Ala-Val-pAla-His-Leu-Leu-NH, 



Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH, 




L _]^Aepa-(Doc)2-<3ln-Tip-Ala-Val-GIy-Hls-Leu-Leu-NH2 




>^Aepa-(Doc)2-Gln-Trp-Ala-VaI.pAla-Hls-Phe-Nle-NH2 




L ^J]^"Aepa-Gln-Trp-Ala-•Val-pAla-Hls-Leu-•Leu-NH. 



Aepa-G!n-Trp-Ala-Val-Gly-Hls-Leu-Leu-NH- 




L ^y-Aepa-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NH. 





L ^L^(Doc)2-Gln-Trp.Ala-VaI-pAla-His-Leu-Leu«NH2 



(Ooc}2-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHs 





_!7~(Doc)2-Gln-Tip-Ala-Val-Gly^Hrs-Leu-Leu-NH2 

^^^^^^^^(Doc)2-Gln-TT^^ 



CTP-Bombesin 5-8-02.skc 




Aepa-(Doc)2-GIn-Trp-Ala-Val-pAla-Hi8-Leu-Leu-NH2 




f _7-Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-Hjs-Leu-Nle-NH2 

m 

f "^Aepa-(Doc)2-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-N H2 



Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



Aepa-(Doc)2-Gln*Trp-Ala-Ala-pAia-Hi8-Phe-Nle-NH2 




L >^Aepa-Gln-Trp-AIa-Val-pA!a-His-Leu-Leu-NH2 



Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHs 



Aepa-GIn-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 




L ,3^Aepa-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 
f >-(Doc)2-G!n-Trp-Ala-Val-pAla-Hls-Leu-LeihNH2 



(Doc)2-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 





(Doc)2-Gln.Trp-Ala-Val-pA!a-His-Phe-Nle-NH2 



1 _7^(Doc)2-Gln-Trp-Ala-Ala-pAla-His-Phe-N!e-NH2 
^j^JH, CTP-Bombesin1_5-8-02.skc 




Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 



Aepa-(DocVDAIa-Gln-Trp-Ala«Val-pAla-His-Phe-Nle-NH2 




f •>-Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Ara-pAla-His-Phe-Nle-NH^ 
(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




_V-(Doc)4--Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH2 



{Doc)4-Aepa-DPhe-GIn-Trp-A!a-Val-Gly-Hls-Leu-Leu-NH2 




f 3^(Doc)4-Aepa-DAIa-Gln-Trp-Ala-Val-pAIa-His-Phe-NIe-NH2 



^7^(Doc)4-Aepa-DPhe-GIn-Trp-AIa-Ala-pAla-His-Phe-Nle-NH2 



-His-Leu-Leu-NH. 



X VKDoc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 

V-(Doc)4-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 
\ V-{Doc)4-DAla-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NH2 

CTP-Bombesln2 5-21-02.skc 





•^SIm* UlnM 4iiilU •«4mJ' 



'Aepa-(Doc)4-Gln-Trp-Ala-Val-pAia-His-Leu-Leu-NH2 



f >-Aepa-(Doc)4-Gln-Trp-AIa-Val-pAla-His-Leu-Nle-NH2 






? ^-Aepa-(Doc)4-Gln-Trp-Ala-Val-pAla-Hls-Phe-NI©-NH2 
f _V-Aepa-(Doc)4-Gln-Trp-AIa-Ala-pAla-His-Phe-Nle-NH2 



{Doc)4-AeparGin-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



(Doc)4-Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2, 





? jy(Doc)4-Aepa-Gln-Trp-Ala-VaI-Gly-Hls-Leu-Leu-NH2 
(Doc)4-Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 




f J^(Doc)4-Aepa-Gln-Trp-Ala-AIa-pAla-His-Phe-Nle-NH2 
j Y >(Doc)4-GIn-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



{Doc)4-Gln-Trp-Ala-Val-G!y-His-Leu-Leu-NH2 




(Doc)4-Gln-Trp-AIa-Val-pAla-His-Phe-Nle-NH. 




(Doc)4-Gln-Trp-Ala-Ala-pA!a-His-Phe-Nle-NH. 



CTP-Bombesin3 1 1 -08-02.skc 



i 




L ^"Aepa-(Doc)2-DPhe-Gin-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




L _V-Aepa-(Doc)2-DPhe-Gln-Trp-AIa-Val-Gly-His-Leu-Leu-NH, 



Aepa-(Doc)2-DAIa-Gfn-TrpKAIa-Val-pAla-Hls-Phe-Nle-NH. 



Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Ala-pAIa-His-Phe-Nle-NH 



2 



ts^j -V"Aepa-DPhe-Gln-Trp-AIa-VaI-pAIa-Hls-Leu-Leu- 



NH 



Aepa-DPhe-GIn-Trp-Ala-Val-pAla-His-Leu-Nle-NHo 




^^^^^^^^^^^Aepa-DPhe-GIn-^^ 



Aepa-DAIa-GIn-Trp-A!a-Val-pAla-His-Phe-NIe-NH 




(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NK 




f ^^(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-NIe-NH, 
H y — . 



_/~Poc)2-DPhe-Gli>Trp-Ala-VaI-Gly-His-Leu-Leu-NH3 



L _7-(Do'=)2-DAIa-Gln-Trp-Ala-Val-pAla-HIs-Phe-Nle-NH2 



^^^^^^^_J^(DocVDPhe-GIn-Trp-Ala-Ala-pAla-His-P 

CTP-BombesIn4_1 1-08-02.skc 



(Doc)2-Aepa-DPhe-Gln-Trp-A)a-Val-pAla-His-Leu-Leu-NH2 



(Doc)2-Aepa-DPhe-GIn-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



(Doc)2-Aepa-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 



(Doc)2-Aepa-DAIa-Gln-Trp-Ala.Val-pAIa-His-Phe-Nle-NH2 



(Doc)2-Aepa-DPhe-Gln-Trp-AIa-Ala-pAla-His-Phe-NIe-NH2 
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3~Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-Hls-Ala-Nle-NH. 




^ Aepa-Gln-Trp-Ala-Val-PAIa-His-Ala-Nle-NHg 



(Doc)2-Gln-Trp-AIa-Val-pA!a-His-Ala-Nle-NH3 



Aepa-(Doc)2-DPhe-GIn-Trp-Ala-Val-pAIa-His-AIa-Nle-NH2 




J^-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Ala-NIe-NHa 




^ >- (Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-His-AIa-NIe-NH2 

Aepa-(Doc)4-Gln"Trp-A!a-Val-pA!a-His-AIa-Nle-NH2 



(Doc)4-Aepa-Gln-Trp-Ala-VaI-pAla-His-Ala-Nle-NH2 




f %-(Doc)4-Gln-Trp-AIa-VaJ-p Ala-His-A!a-Nle-N 



a 



iX _7-Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-Hi8-Ala-Nle-NH2 



^ >-(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 



\ _V-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-Hjs-Ala-Nle-NH2 

H i 



? V-(Doc)2-Aepa-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 
^^^^^^^^(Doc)2-Aepa-DPhe-GI^^^ 



CTP-Bonnbesin6_1 1-08-02.skc 



^-Aepa-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAIa-His-Leu-Leu-NH2 




{Doc)4-Aepa-Gaba-Gln-Trp-Ala-Val-pAia-His-Leu-Leu-NH2 



(Doc)4-Gaba-<9ln-Trp-Ala-Val-pAla-His-Leii-Leu-NH2 



_VAepa-(Doc)4-Gaba-Gln-Trp-AIa-VaI-Gly-Hls-Leu-^(CH2NHK^ 



7^(Doc)4-Aepa-Gaba-Gln-Trp-Ala-Val-Gly-His-Leu-Y(CH2NH).Leu-NH2 




{Doc)4-Gaba-Gln-Trp-Ala-Val-Gly-His-Leu-Y(CH2NH)-Leu-NH2 



_VAepa-(Doc)4-Gln-Trp-Ala-VaI-Gly-Hls-Leu-^(CH2NH)-L©u-NH2 




%^(Doc)4-Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Y(CH2NH)-Leu-NH2 
{Doc)4-Gln-Trp-Ala.Val-Gly-Hls-Leu-Y{CH2NH)-Leu-NH2 



CTP-Bombesin7_1 1 -08-02.skc 



_VAepa-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAIa-His-Leu-.NIe-NH2 



Doc)4-Aepa-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-NIe-NH2 




(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-Hls-Leu-NIe-NH2 



CTP-Bombesin8 11-25-02.skc 




'II 'HI * 



Aepa 



1^ r^^-HiiJt J 



H 




s * 

pGlu-His-Trp-Ser-Tyr {j-^^Leu-Arg-Pro-Gly^NHj 



Doc}2-Aepa 



H 



s 
i 




pGlu-His-Trp-Ser-Tyr -jj-^Y-Leu-Arg-Pro-Gly-NH. 




pGIu-His-Trp-Ser-Tyr -{j-^^Leu-Arg-Pro-Gly-NH 



Aepa-(Doc)4 -{J- 




pGlu-His-Trp-Ser-Tyr •j^-'^^Leu-Arg-Pro-Gly-NH; 



pGlu-His-Trp-Ser-Tyr 



Leu-Arg-Pro-NHEt 




(Doc)2-Aepa -{} 




pGlu-His-Trp-Ser-Tyr.j>j-^Y-Leu-Arg-Pro-NHEt 




{Doc)4-Aepa - 



pGlu-His-Trp-Ser-Tyr -jj-Sr-Leu-Arg-Pro-NHEt 




H 



Aepa-<Doc)2 



pGlu-Hls-Trp-Ser-Tyr -p|-:*>jpLeu.Arg-Pro-NHEt 





Glp-His-Trp-Ser-Tyr -^--^^Leu-Arg-Pro-NHEt 



CTP-LHRH1_5-8-02.skc 





Aepa -N- 



pGIu-His-Trp-Ser-Tyr 

o 



Leu-Arg-Pro-GIy-NH, 



.(Doc)2-Aepa -jj- 



pGlu-His-Trp^er-Tyr -N-^j«Leu-Arg-Pro-Gly-NH 




jL(Doc)3-Aepa -i 




pGlu-His-Trp-Ser-Tyr 




|!}''*^Leu-Arg-Pro-Gly-NH2 



(Doc)4-Aepa -n- 




9 

pGIu-His-Trp-Ser-Tyr -[J-'^^Leu-Arg-Pro-GIy-NHa 



Aepa-Doc -jj- 




pGIu-His.Trp-Ser-Tyr-fj---^j_L^u.Arg-Pro-Gly.^ 



Aepa-(Doc)2 




pGlu-Hls-Trp-Ser-Tyr -"^^Leu-Arg-Pro-Gly-NHj 




Aepa-(Doc)3 "B" 




pGlu-His-Trp-Ser-Tyr -jj-^^Leu-Arg-Pro-Gly-NHa 



-Aepa-{Doc)4 




pGIu-His-Trp-Ser-Tyr -n 



N-'^^Leu-Arg-Pro-GIy-NHg 



CTP-LHRHIa 11-13-02.skc 



pGlu-His-Trp-Ser-Tyr •{j'*>|_Leu-Arg-Pro-Gly-NH2 

pGlu-Hls-Trp-Ser-Tyr -{j-^^Leu-Ai^-Pro-Gly-NHj 
(Doc)4-Aepa -fl-^y^^^^ 

pGlu-His-Trp-Ser-Tyr -N-^^Leu-Arg-Pro-Gly-N Hg 
Aepa-(Doc)4 -fl-X 

pGlu-His-Trp-Ser-Tyr -^}-*Y-Leu-Arg-Pro-Gly-NH^ 
9 AAepa-i 





pGlu-His-Trp-Ser-Tyr j^-Sj— Leu-Arg-Pro-NHEt 

H 




pGlu-His-Trp-Ser-Tyr -{j-"Sp-Leu-Arg-Pro-NHEt 



(Doc)4-Aepa ^ 




pGIu-His-Trp-Ser-Tyr u^^^Leu-Arg-Pro-NHEt 



Aepa-(Doc)4 



pGlu-His-Trp-Ser-Tyr -jij-^^Leu-Arg-Pro-NHEt 



o A(D0C)4-{{ 




Glp-His-Trp-Ser-Tyr -{j-^^Leu-Arg-Pro-NHEt 



GTP-LHRHIb 5-8-02^kc 



Aepa-(Doc)4 — ^- 



pGlu-His-Trp-Ser-Hls -{j-^^Trp-Tyr-Pro-Gly-NHa 




Aepa -N- 



pGlu-Hls-Trp-Ser-Hls 



Trp-Tyr-Pro-Gly-N 



(Doc)2-Aepa -n- 

H 



pGlu-Hls-Trp-Ser-His -g-^^Trp-Tyr-Pro-Gly-NHa 




(Doc}4-Aepa — n- 



3 



pGIu-His-Trp-Ser-His -{j-^^^g-Trp-Tyr-Pro-GIy-NHg 




Aepa-(Doc)2 



pGlu-His-Trp-Ser-His -jj-^^^Trp-Tyr-Pro-Gly-NHa 



CTP-LHRH2 5-8-02,skc 




Aepa 



pGlu-His-Trp-Ser-Tyr -[sj-'^^^Leu-Arg-Pro-Gly-NHg 




Doc)2-Aepa 



s 

pGlu-His-Trp-Ser-Tyr -jj-^^Leu-Arg-Pro-Gly-NHa 




JI— (Doc)3-Aepa 



-an 



pGlu-His-Trp-Ser-Tyr -^^Leu-Arg-Pro-Gly^NHj, 





pGlu-His-Trp-Ser-Tyr -fj^'^'^Leu-Arg-Pro-Gly-NHg 



Aepa-Doc - 



pGlu-Hls-Trp-Ser-Tyr -N-'^^Leu-Arg-Pro-Gly-NHg 




ABpa-(Doc)2 -{j- 



pGlu-His-Trp-Ser-Tyr .j.jAj_^.eu-Arg-Pro-GIy-NH2 




epa-(Doc)3 




pGlu-HIs-Tfp.Ser-Tyr-j|-^j_Leu.Arg-Pro-Gly-NH2 

o 

pGlu-His-Trp-Ser-Tyr -[ij^SpLeu-Arg-Pro-Gly-NHa 



CTP-LHRH2a_1 1 -1 3-02.skc 




Aepa-(Doc)4 



pGlu-His-Trp-Ser-His -jj-'^^Trp-Tyr-Pro-GIy-NHj 



Aepa-(Doc)3 



pGlu-His-Trp-Ser-His -rj-^^Trp-Tyr-Pro-GIy-NHg 



pGlu-His-Trp-Ser-His - 




fj^'^^Trp-Tyr-Pro-Gly-NHg 



(Doc)3'-Aepa - 



pGlu-His-Trp-Ser-Hls -N-^Nj_jrp.Tyr.pro-Gly-NH 




(□00)4-. 



Aepa 




pGlu-Hls-Trp-Ser-His -(^-"^^Trp-Tyr-Pro-Gly-NHg 



CTP-LHRH2b 5-8-02.8kc 




Doc 




pGlu-His-Trp-Ser-Tyr-jj'*>sj_Leu-Arg-Pro-Gly-NH: 



JMDoc), ^ 



pGlu-His-Trp-Ser-Tyr-jjA^Leu-Arg-Pro-Gly-NHa 




jMdoc), -a- 



pGlu-His-Trp-Ser-Tyr -{j^*-wLeu-Arg-Pro-Gly-NH2 




(Doc)4 



H 



pGlu-His-Trp-Ser-Tyr -jij-^^Leu-Arg-Pro-Gly-NHa 




— N 
H 






pGlu-His-Trp-Ser-Tyr -N-^^Leu-Arg-Pro-Gly-NHj 

(Doc)2 -{j-^ 
pGlu-Hls-Trp-Ser-Tyr -y-^Nj-Leu-Arg-Pro-Gly-NHa 

pGlu-His-Tfp-Ser-Tyr -jij^^^j-Leu-Arg-Pro-Gly^NHa 

(Doc)4 -N-^ 
pGlu-His-Trp-Ser-Tyr -jj-^^Leu-Arg-Pro-Gly-NHj 




CTP-LHRH3 11-13-02.skc 





Aepa -N^^^^ 

XX, 

pGlu-His-Trp-Ser-Tyr-j^-SpLeu-Ai^-Pro-Gly^NH 
lL.(Doc)2-Aepa -^ls,,„5ss\ 



§ 




pGlu-HIs-Trp-Ser-Tyr .^'^''^"'-^""^S-P'^^G'y-NHg 



l-(Doc)3-Aepa ^H, 



pGlu-Hls-Trp-Ser-Tyr.|jA^Leu-Arg-Pro-GlywNH2 




(Doc)4-Aepa -H, 




pGlu-His-Trp-Ser-Tyr -N 



B'^'^^Leu-Arg-Pro-Gly-NHj 



Aepa-Ooc — R 




pGru-Hls-Tn>Ser-Tyr -fJ-Y-Leu-Arg-Pro^ly-NH, 



JL_ H 
Aepa-(Doc)2 




pGlu-His-Trp^er-Tyr -{j-^Leu-Arg-Pro-Gly^NH, 



Aepa-(Doc)3 -R 




pGlu-His-Tip-Ser-Tyr -fJ-^^Leu-Arg-Pro-Gly-NHa 



■''-Aepa-(Doc)4 ""^ 



pGlu-His-Tn^-Ser-Tyr -fj-^Leu-Arg-Pro-Gly-NH 



CTP-LHRH4_1 1-13-02.skc 





pGiu-His-Trp-Ser-Tyr .jj-'S— Leu-Arg-Pro-Gly^NHa 
pGlu-His-Trp-Ser-Tyr-jj-^j-Leu-Arg-Pro-Gly-NH. 




L(Doc)3 ~^ 



pGlu-His-Trp-Ser.Tyr-fj-*vj_Leu-Arg-Pro-Gly-NH. 




O u 



• 

pGIu-His-Trp-Ser-Tyr "tj"''^^Leu-Arg-Pro-Gly- 



NH. 



CTP-LHRHS 1 1-13-02.skc 



^^^^^^^^J^-HSDGI^■DSYSRYRKQMAVKKYLAAVL(pA^a)KRYKQRW 




^ _^HSDGIFTDSYSRYRKQMAVKKYLAAVL(Ava)KRYKQRVKNK-NK 



HSDGIFTDSYSRYRKQMAVKKYLAAVLGKRYKQR(A6c)KNK-NH. 



>-HSDGIFrDSYSRYRKQMA(A5c)KKYLAAVLGKRYKQR\/KNK-NH- 



^^^^^^^(Aepa)HSDGIFTDSYSRYRKQMAVKIC«^AAVL{^Ala)KRYKQRV^^ 




(Aepa)HSDGIFTDSYSRYRKQMAVKKYLAAVL(Ava)KRYKQRVKNK-NH. 



_y- (Aepa)HSDGIFTDSYSRYRKQMAVKKYLAAVLGKRYKQR{A6c)KNK-NH, 




:Aepa)HSDGIFTDSYSRYRKQMA(/«c)KKYLAAVLGKRYKQRVKNK-NK 



CTP-PACAP_5-8-02.skc 



Aepa-Doc-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



Aepa-(Doc)2-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



pa-(Doc)3-Caeg-cyclo(DCys-3Pal-DTrp-L^-DCys)-Thr(Bzl)-Tyr-NH2 



Aepa-(Doc)4-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



CTP-Somatostatin10 11-13-02.skc 



(Doc)e-DPhe-c(Cys-3ITyr-DTip-Ly5-Val-Cys)-Thr-NH2 

• « 

(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Ly3-Val-Cys)-Thr-NH2 
DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 

.epa-DPhe-c(Cys-3JTyr-DTrp-Lys-Val-Cys)-Thr-NH2 
(Doc)4-Aepa-DPhe-c{Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 

DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 
Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 



CTP-Somatostatin1 1 1 1-13-02.skc 



Doo-Aepa-DPhe-c(Cys-3ITyr-DTrp-Ly5-Val-Cys)-Thr-NH2 
(Doc)2-Aepa-DPhe-c(Cys-3ITyr-DTip-Lys-Val-Cys)-Thr-NH2 

Doc)3-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-VaJ-Cj«)-Thr-NH, 



(Doo)5-Aepa-DPhe-c(Cys-3ITyr-DTfp-Lys-Val-Cys)-Thr-NH2 



Doc)6-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cv»)-Thr-NH2 



(Aepa)2-DPhe-c(Cj«-3ITyr-DTrp.Ly8-Val-Cys)-Thr-NH2 



oo^Phe-c(Cy8-3ITyr.DTrp-Lys-VaI-Cys)-Thr-NH2 



(Doc)2-DPhe-c(Cys-3ITyr-OTrp-Lys-Val-Cys>-Thr-NH2 



(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH, 



(Doc)4-DPheH;(Cys.3ITyr-DTfp-Lys-Val-Cys)-Thr-NH, 



(Doc)5-DPhe-c(Cys-3ITyr-DTrp-Ly8-Val-Cys)-Thr-NH2 



Doc)8-DPhe-c(Cys-3ITyr-DTrp.Lys-Val-Cys)-Thr-NH, 

CTP-Somatostatln12_1 1-13-02.skc 




Aepa-Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH, 




Aepa-(Doc)2-DPhe-c(Cys-3rryr-DTrp-Lys-Va[-Cys)-Thr-NH, 



^^^^^^^^Aepa-(Doc)3-DPhe-c(Cys-3^ 



J^Aepa-(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-T^ 



CTP-Somatostatin 1 3_1 1 -1 3-02.skc 



Aepa-Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-CysHhr-NH. 



Aepa-(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH. 



Aepa.(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH. 



Aepa-(Doc)4-DPhe-c(Cys-3ITyr.DTrp-Lys-Thr-Cys)-Thr-NH. 



CTP-Somatostatlnl 5 11-1 3-02.skc 




(Doc)6-DPhe-c(Cys.3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH. 



^^(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH 




DPhe-c{Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH. 



^ V-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 



>~(Doc)4-Aepa-DFhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NHj 



J^DPhe-c(Cys-3ITyr-DTrp-LyS"Thr-Cys)-Thr-"NH2 



)-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 

H 
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f >-Doc-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



I _y(Doc)2-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

|Q[^^^[^2]^];^^ V^^^'^VAepa-DPhe-cCCys-aiTyr-DTrp-Lys-Abu-CysKhr-NHa 

o • 

(^^([ ^O^ T^^ ^-(Doc)s-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)8-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH. 




7 3~(Aepa)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




I r >-Doc-DPhe-c(Cy5-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NHj 




(Doc)2-DPhe-c(Ci^-3ITyr-DTn>Lys-Abu-Cys)-Thr-NHj 





>-(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Doc)4-DPhe-c(Cys-3ITyr-DTrp4.ys-Abu-Cys)-Thr-NH. 




? J]^(Doc)s-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH; 




(Doc)e-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH. 
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iiaa'fl.si-ifi.'^MSsa -..ewes 



Aepa-Doc-DPhe-c(Cys^lTyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



1 

Aepa-{Doc)3-DPhe-c(Cys-3ITyr.DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)^-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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(Doc)6-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




^ %-(Doc)4-^Phe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




j)-DPhe-c(Cys-3ITyr-DTrp-Lys--Abu.Cys)-Thr-NH2 




fipa-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




f _V(Doc)4-Aepa-DPhe-c(Cys-3ITyr-DTip-Lys-Abu-Cys)-^ 




? _7"^P*^®"^(^y^-31Tyr-^DTrp-Lys-Abu-Cys)-Thr-NH2 




} J]^Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys--Abu-Cy8)-Thr-NH2 
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(DocVLys-DTyr-DTyr-cycIo(Cys-TyrOTrp-Lys-Abu-Cys)-Thr-NH, 




Aepa-Lys-DTyr-DTyr'K:yclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH, 



ys-Lys-Lys-DTyr-DTyr-<:yclo(Cys-Tyr-DTrp-Lys-Abu-Cys)^^ 



Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Th 
Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)4.DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



(Doc)B"DPhe-cycfo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



(Doc)4-Aepa-DPhe-cycIo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NK 
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Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH- 




Doc-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 




(Doc)2"Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NK 




(Doc)3-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NHj 




(Doc)4-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH 




Aepa-Doc-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NHj 



'^(Doc)2-Aepa-Lys-DTyr-DTyr-(Cys-Jyr-DTrp-Lys-Abu-Cys)-Thr- 



O 

^^-Aepa-(Doc)2-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)6-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 
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*m 




\, „ /— /~^Aepa-(Doc)4-Lys-DTyr-DTyrK:yclo(C^Tyr-DTip-Lys-Abu-Cys)-Thr-NH, 




(Doc)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 





^^^(Doc)4-Ly5-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-N^ 



(Doc)6-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NK 



(Doc)e-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH, 





' Aepa-(Doc)2-Lys-DTyr-DTyr-cycio(Cys-Tyr-DTrp-Ly^^ 

>/"^Aepa)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-C 



(Doc)2-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 





Xq ir^(Doc)4-Aepa-Lys-DTyr-DTyr-cydo(Cys-Tyr-DTrp-Lys-Abu^ 




(DocVAepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



Aepa-(Doc)2-Lys-DTyr-DTyr"Cyclo(Cys-Tyr-DTip.Lys-Abu-Cys)-Thr-NH, 



.epa-(Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH, 



epa-(Doc)e-Lys-DTyr.DTyr-cyclo(Cys-Tyr-DTrp-Lys.Abu.Cys)-Thr-NH. 
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[niip^im;nt«immnimimimni inmiiim»nnijni iinmniiinn)MM^ 



(Doc)4-Lys-DTyr-DTyr-cycIo(Cy5-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




Doc)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




Doc-Lys-DTyr-DTyr-<yclo(Cys-Tyr-DTrp-Lys-Abu-C^)-Thr-NH2 



° y-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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(Aepa)j-(Doc>2-DPhe-cyclo(Cy8-Tyr-DTrp-Lys-Abu-Cy8)-Thr-NH2 
Aepa-Doc-Aepa-DPhe-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

(Aepa)2-DPhe-cyclo(Ci^-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

Doc-Aepa-Doc-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
(Doc)2-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

(Aepa)2-(Doc)4-DPhe-cyclo(Cys-Tyr-DTrp-Lys-AbU-Cys)-Thr-NH2 

Aepa-(Doc)Q-DPhe-cyc!o(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
{Doc)2-Aepa-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

■ 

Aepa-(Doc)4-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
(Doc)6-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

(Doc)2-(Aepa)2-DPhe-cyc!o(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

Lys-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
o 
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V-Doc-Aepa-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 

H 



\»(Doc)2-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



_^(Doc)3-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



'^(Doc)g-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



'^(Doc)g-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



(Aepa)2-DPhe-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NK 





Doc-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




2-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)3-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




{Doc)5-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Jy"(Doc)e-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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Lys-DTyr-DTyr-cyclo(Cys-Tyr-Dfrp-Lys-Abu-Cys)-Thr-NH2 




Doc-Aepa-Lys-DTyr-DTyr-cycIo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)2-Aepa-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




f \-(Doc)3-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 





} °^(Doc)4-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-LysTAbu-Cys)-Thr-NH2 

Doc)5-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr~NH2 



o 

O- ^^'''^ ^ °V(Doc)6-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cy^ 



r V 
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Doc-Ly5-DTyr-DTyr-cyc!o(Cy5-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Ly5-Abu-Cys)-Thr-NH2 



Doc)3-Lys-DTyr-DTyr-cyclo(Cy5-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)6-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)6-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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L %-Aepa-(Doc)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-TTi^^ 



I T %-Aepa-(Doc)3-Lys-DTyr-DTyr-cycIo{Cys-Tyr-DTrp-Lys--Abu-Cys>-Thr-NH2 




Aepa-(Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH3 




L _V-Aepa-Doc-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)2-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH- 



[ ^]^Aepa-(Doc)3-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



J^Aepa-(Doc)4-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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Appendix E 



4fi.1l3iMI--ilS.'ii|-SS-S M-iSie 

Doc)8-Caeg-cydo(DCys-3PaH3Trp-Lys-DCj^)-Thr(B2l)-Tyr-NH2 

{Doc)4-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCy8)-Thr(B2l)-Tyr-NH2 
CaegKq«do(DCys-3Pal-DTrp-Lys.DCys).Thr(B2l)-Tyr-NH, 

Aepa-CaegK:ycto(DCys-3Pal-DTnJ-Lys-DCys).Thr(Bzl)-Tyr-NH2 
(DocVAepa-Caeg-cycto(DC/8-3Pal-DTrp4.ys-DCys)-Thr(Bzl)-Tyr-NHj 

(Doc)3-Aepa-Caeg.cycto(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 
Caeg-cyclo(DCys-3Pa)-DTip-Lys-DCys)-Thr(Bzl)-Tyr-NH2 

Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr{B2l)-Tyr.NH2 
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Doc-Aepa-Caeg-<jyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)2-Aepa-Caeg-cyc!o(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH2 



(Doc)3-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)4-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH2 



(Doc)5-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)e-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys>-Thr(Bzl)-Tyr-NH2 



(Aepa)2-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH2 
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Doc-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl>-Tyr-NH2 



(Doc)2-Caeg-cyc!o(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)3-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH2 



(Doc)4-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



(Doc)g-Caeg-cyclo{DCys-3Pal-DTrp-Lys-DCys)-Thr(BzI)-Tyr-NH2 



(Doc)e-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCy8)-Thr(B2l)-Tyr-NH2 
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-iso H /—'^ Aepa-(Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



JL ^ ^_V"^(Doc)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-T^ 




(Doc)4-LyS'-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




{Doc)6-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)3-Lys-DTyr-DTyr-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-(Doc)2-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Aepa)2~Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)2-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys«-Abu-Cys)-Thr-NH2 



(Doc)4-Aepa-Lys-DTyr-DTyr-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)g-Aepa-Lys-DTyr-DTyr-cydo(Cy5-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-{Doc)2-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



r o N— 4. 




Aepa-(Doc)4-Lys-DTyr-DTyr-cyc!o(Cys-Tyr-DTrp-Lys-AbUTCys)-Thr-NH2 
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)— Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



hp 




(Doc)2-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




Doc-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 ' 




(Doc)3-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




(Doc)4-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



o Aepa-Doo-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




^^(Doc)2-Aepa-Lys-DTyr-DTyr-{Cys-Tyr-DTrp-Ly8-Abu-Cys)-Thr-NH^ 



o 

_^Aepa-{Doc)2-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



o 

>~-(Doc)6-Aepa-Lys-DTyr-DTyr-(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 
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HSDAVFrDNYTRLRKQ(Nle)AVKKYLNSILN-NH2 



HSDAVFTDNYTRLRKQMAVKKYLNSILN-NH2 



HSDAVFTDNYTRLRKQMAVKKFLNSILN-NH2 



HSDAVFTDNYTRLRKQMAVKKALNSILN-NHa 



HSDAVFTDNYTRLRKQIVIAVKKLLNSILN-NH2 



(Aepa)HSDAVFrDNYTRLRKQ(Nle)AVKKYLNSILN-NH2 
*^ (Aepa)HSDAVFTDNYTRLRKQMAVKKYLNSILN-NH2 



Aepa)HSDAVFTDNYTRLRKQMAVKKFLNSILN-NH2 



(Aepa)HSDAVFTDNYTRLRKQMAVKKAIJMSILN-NH2 



" (Aepa)HSDAVFTDNYTRLRKQMAVKKLLNSILN-N H2 
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DLys(-) structure_5-8-02.skc 




Doc-Aepa $tructures_5-6-02.skc 



Doc-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 




Poc-DPhe-GIn-Trp-AIa-Val-pAla-His-Leu-Nle-NHa 



oc-DPhe-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NHg 



Doc-DAIa-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NHa 




X^x^Doc-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NHa 
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o 



Doo-Aepa-DPhe-6ln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



Doc-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NHa 



TprW 



Doc-Aepa-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 



o 



Doc-Aepa-DAIa-Gln-Trp-Ala-Val-pAIa-His-Phe-Nle-NHg 



X^'^^ — j-^Doc-Aepa-pPhe-Gln-Trp-Ala-AIa-pAla-Hls-Phe-Nle-NHg 
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X,^^.''Sj^pa-(Doc)3-DPhe-Gln-T 



>^ljX^.'^Aepa-<Doc)3-DPhe-Gln-Trp-Ala-Val-Gly^^ 



o 



Aepa-(Doc)3-DAIa-Gln-Trp-Ala-VaI-pAla-H!s-Phe-NIe-NH2 



Dox-Bomb6Sin10c 11-og-02.skc 




(Doc)3-Aepa-Gln-Trp-Ala-Val-pAIa-His-Leu-Leu-NH2 



(Doc)3TAepa-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



(Doc)3-Aepa-Gin-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




X._^„>^(Doc)3-Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



(Doc)3-Aepa-Gln-Trp*Ala-Ala-pAla-His-Phe*Nle-NH2 



Dox-Bombesin 11a 11 -09-02.skc 



V 




Aepa-Doo-DPhe-Gln-Trp-Ala-Val-pAIa-His-Leu-Leu-NHj 





Aepa-Doc-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 





^^s. X^xv^Aepa-Doc-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NHj 



Dox-Bombesini 1 b 1 1-09-02.skc 



Doc-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHg 




Doo-DPhe-Gln-Trp-AIa-Val-pAla-His-Leu-Nle-NH^ 



Doc-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 




oc-DAIa-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NH2 



« 

Doo-DPhe-GIn-Trp-AIa-AIa-pAla-His-Phe-Nle-NHg 

■ 



Dox-Bombesin 1 2a 11-1 0-02.skc 





epa-Gln-Tr|>-Ala-Ala-pA!a-Hls-Phe-NIe-NH2 



(Doc)2-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 



(Doc)2-Gln-Trp-Ala-Val-pAIa-Hls-Leu-Nle-NH2 



(Doc)2-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




(Doc)2-GIn-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



{Doc)2-Gln-Trp»Ala-Ala-pAIa-Hjs-Phe-Nle-NH2 






Dox-Bombesin1 2b 11-1 0-02.5kc 




Aepa-(Doc)4-DPhe-Gliri-Trp-Ala-Val-pAfa-His-Leu-Leu-NH2 



epa-(Doc)4-DPhe-GIn-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 




epa-(Doc)4-DPhe-GIn-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 



,0 O OH o 




Aepa-(Doc)4-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



■ 

^Js,xV||^epa-(Doc)4-DPhe-Gln-Trp-A!a-Ala-pAla-His-Phe 



(Doc)4-Aepa-DPhe-GIn-Trp-AIa-Val-pAla-Hls-Leu-Leu-NH2 



(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-pA!a-Hls-Leu-Nle-NH2 



{Doc)4-Aepa-DPhe-Gln-Trp-Aia-Va!-Gly-His-4.eu-Leu-NH2 



O OH 




Y'f^X.-^(Doc)4-A©^ 



Dox-Bombesin1 3a j\ 1 -1 0-02.$kc 



(Doc)4-Aepa-DPhe'.GIn-Trp-Ala-A!a-pA!a-His-Phe-NIe-NH2 



(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



(Doc)4-DPhe-Gln-Trp-Ala-VaI-Gly-Hls-Leu-Leu^NH2 



(Doc)4-DAIa-Gln-Trp-Ala-Val-pA!a-Hls-Phe-Nle-NH2 




(Doc)4-DPhe-Gln-Trp-Ala-AIa-pAla-His-Phe-Nle-NH2 



Dox-Bombesin1 3b 11-1 0-02.8kc 




Aepa-{Doc)4-GIn-Trp-Ala-VaI-pAla-His-Leu-Leu-NH2 



epa-(Doc)4-Gln-Trp-Ala-Va!-pA!a-His-Leu.Nle-NH2 



j^A.,^-sgAepa-(Doc)4-Gln-Trp-Ala-Val-Gly-H 




Aepa-(Doc)4-Gln-Trp-Ala«VaI-pAla-His^Phe-Nle-NH2 




epa-(Doc)4-Gln-Trp-AIa-Ala-pAla-His-Phe-Nle-NH2 



I^A,,x^Poc)4-Aepa-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 



(Doc)4-Aepa-Gln-Trp-Ala-VaI-pAla-His-Leu-Nle-NH2 




(Doc)4-Aepa-Gln-Trp-Ala-Val-Gly-Hls-Leu-Leu-NH2 



Dox-Bombesin14a 11-1(M)2.skc 




j^Jls,.^(Doc)4-Aepa-Gln-Trp-Ala-Val-pA^ 



j^A^,.^(Doc)4-Aepa-Gln-Tjp-Ala-Ala-pAla-His-Phe- 




5_^>^(Doc)4-Gln-Trp-Ala-Val-pAIa-His-Leu«Leu-NH2 




(Doc)4-Gln-Trp-Ala-VaI-pAla-His-Leu-Nle-NH2 




(Doc)4-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




(Doc)4-Gln-Trp-Ala-Val-pAIa-His-Phe-Nle-NH2 



-GIn-Trp-AIa-Ala-pAla-His-Phe-Nle-NHa 



Dox-Bombesin14b 11-10-02.skc 



o 

'''^^"^•^^Aepa-(Doc)2-DPhe-Gln-Trp-Ala-^^^ 




,epa-(Doc}2-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



jjA,^.,^-sj^Aepa-{Doc)2-DPhe-G!n-Trp-Ala-Val-Gly-Hls-L^^ 




Aepa-(Doc)2-DAIa-GIn-Trp-AIa-Val-pAla-His-Phe-Nle-NH2 




epa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NHa 



jjJls-^Aepa-DPhe-GIn-Trp-Ala-Val-pAla-Hls-Leu-Nle-^ 




Aepa-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHs 



Dox-Bombesini 5a_1 1 -1 0-02.skc 




epa-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHg 




epa-DPhe-Gln-Trp-Ala-AIa-pAla-His-Phe-Nle-NHg 




^J,^^^^(Doc)2-DPhe-Gln-Trp-Ala-Val-pAl 



(Doc)2-DPhe-Gln-Trp-A!a-Val-pA!a-His-Leu-NIe-NH2 




j^A^,xvg.(Doc)2-DPhe-Gln-Trp-Ala-Val-Gly-His-L^ 




(Doc)2-DAIa-GIn-Trp-Ala-VaI-pAIa-His-Phe-Nle-NH2 




(Doc)2-DPhe-Gln-Trp-Ala-AIa-pAla-HiS'Phe-NIe-NH2 



Dox-Bombesin1 5b 11-1 0-02.skc 




(Doc)2-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 





(Doc)2-Aepa-DPhe-Gln-Trp-AIa-Val-Gly-Hls-Leu-Leu-NH2 





(Doc)2-Aepa-DPhe-G!n-Trp-Ala-AIa-pAla-His-Phe-Nle-NH3 



Dox-Bombesfnl 6 1 1 -1 0-02.skc 




epa-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NHa 



Doc)2-Gln-Trp-Ala-Val-pAla-His-AIa-Nle-NH2 



epa-(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 




Aepa-DPhe-Gln-Trp-AIa-Val-pAla-Hls-Ala-Nle-NHj 



^X.^^(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-Hls-A^ 




Aepa-{Doc)4-Gln-Trp-Ala-Val-pAla-Hls-Ala-Nle-NH2 



Dox-Bombesin 1 7a_1 1 -1 0-02.skc 





{Doc)4-Gln-Trp-A!a-Val-pAla-Hls-Ala-Nle-NH2 




Aepa-(DocVDPhe-Gln-Trp-Ala-Val-pA!a-His-AIa-Nle-NH2 



(Doc)4-Aepa-DPhe-Gln-Trp-AIa-Val-pAla-Hls-Ala-Nle-NH2 




(Doc)4-DPhe-G!n-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 




^As.^^(Doc)2'Aepa-GIn-Trp-AIa-Val-pAIa-His-AIa^ 




{Doc)2-Aepa-DPhe-Gln-Trp-AIa-Val-pAla-HIs-Ala-Nle-NH2 



Dox-Bombesln17b_1 1-10-02.skc • 




jjA^xs^Aepa-(Doc)3-Gln-Trp-Ala-Val-pAIa-Hls-Leu-Leu-NH^ 




Aepa-<Doc)3-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 




X,^,.^N^epa-(Doc)3-Gln-Trp-A!a-Val-G 




pa-(Doc)3-Gln-Trp-AIa-Val-pAla-His-Phe-Nle-NH2 




Aepa-(Doc)3-Gln-Trp-Ala-Ala-pAia-His-Phe-NlB-NH2 




epa-DooGln-Trp-Ala-Val-pAla-His-Leu-Le'u-NHj 




epa-Doc-<3ln-Trp-Ala-Val-pAIa-His-Leu-Nle-NH2 




Aepa-Doc-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 



Dox-Bombesin1 8a_1 1 -1 0-02,skc 




Aepa-Doo-Gln-Tqi-Ala-Val-pAla-His-Phe-Nle-NHa 



OH 




epa-Doc-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NHg 




(Doc)3-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




(Doc)3-Gln-Trp-AIa-Val-pAla-His-Leu-Nle-NH2 




(Doc)3-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




oc)3-Gln-Trp-Ala-Val-pAla-His-Phe-NIe-NH2 




I (Doc)3-Gln-Trp-Ala-Ala-pAla-Hls-Phe-Nle-NH2 



Oox-Bombesin1 8b_1 1-1 0-02.skc 



(Doc)3-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 



Jl,^^...^(Doc)3-Aepa-DPhe-GI^ 



Dox-Bombesin1 9a 11-1 0-02.skc 




(Doc)3-DPhe-Gln-Trp-Ala-Va]-pAla-His-Leu-Leu-NH2 



(Doc)3-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



^A,xs^(Doc)3-DPhe-Gln-Trp-AIa-Val-GIy-His-Leu-Leu-^ 




(Doc)3-DAIa-Gln-Trp-AIa-Val-pAla-His-Phe-Nle-NH2 




(Doc)3-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 



Dox-Bombesln19b 11*-10-02.skc 



Aepa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




epa-(Doc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



o 



>g^j^A^x*^Aepa-{Doc)2-Gln-Trp-Ala-Ala-pAla-^ 



o 



^ -j^jjA^x-sj^Aepa-Gln-Trp-Ala-Val-pAla-Hi^ 



o 



Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 



Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHa 



Dox-Bombesin1a_1 1-09-02.skc 




o 

y^NA,x'^g^Aepa-(Doc)2-GIn-Tip-Ala-Val-pAla-H 




X.^,'-s^Aepa-(D 



oc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH. 




Y^'^-^^Aepa-(Doc)2-Gln-Trp-AIa-Val-Gly-His-Leu-Leu^ 



Aepa-(Doc)2-Gln-Trp-Ala-Val-pAia-His-Phe-Nle-NH2 



Aepa-(Doc)2-Gin-Trp-Aia-Ala-pAla-His-Phe-Nle-NH2 




Aepa-Gln-Trp-Aia-Val-pAla-His-Leu-Nle-NH2 




o 



Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 




Aepa-Gln-Trp-AIa-Val-pAla-His-Phe-NIe-NHg 



Dox-Bombesinia 5-21-02.skc 



Aepa-Gln-Trp-Ala-Ala-pMa-His-Phe-Nle-NHg 



(Doc)2-Gln-Trp.Ala-Val-pAla-His-Leu-Leu-NH2 



WW" 



(Doc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



>^Jl.,^,^(Doc)2-Gln-TnKAIa-Val-Gly-Hls-Leu-Leu-NH2 



(Doc)2-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 



oc)2-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH2 



Dox-Bombeslnl b_1 1-09-02.skc 





Aepa-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NHg 




(Doc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-lslH2 




o 

y-^. jjA,x-Y^ (Doc)2-Gln-Trp-AIa-^^^ 




(Doc)2-Gln-Trp-AIa-Val-Gly-Hls-Leu-Leu-NH2 




(Doc)2-Gln-Trp-Ala-Val-pAIa-His-PheTNIe-NH2 




Dox-Bombesln1 b_1 1 -09-02.skc 

' . - • < .... 




Dox*Bombesin20a 1 1 -1 0-02.skc 




Doc-Aepa-Gln-Trp-Ala-Val-pAIa-HIs-Leu-Leu-NHg 







Dox-Bombesin20b 11-10-02.skc 



o 

Y^^'''''^^^'^Aepa-(Doc)4-Gaba-G!n-T^ 



o 



(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH. 



epa-(Doc)4-Gaba-Gln-Trp-Ala"VaI-Gly.His-Leu-^(CH2NH)-Leu-NH. 



>g^|s|A^^(Doc)4-Gaba-Gln-Trp-Ala-Val-Gly-His-^ 



o 



o 



(Doc)4-Gln-Trp-Ala-Val-Gly-HJs-Leu-Y(CH2NH)-Leu-NH2 



Dox-Bombesin21 11-25-02.skc 



o 

>g^(j'''N..''^AepaKDbc)4-Gaba-Gln-Trp-Alar^^^ 



Doc)4-Aepa-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



(Doc)4-Gaba-Gln-Trp-AIa-Val-pAla-His-Leu-Nle-NH 



Dox-Bombesin22 11-25-02.skc 



Appendix F 




epa-(Doc)4-Gaba-Gln-Trp-AIa-Val-pAla-His-Leu-Leu-NH2 



jj''''^*-^''^(Doc)4-Aepa-Gaba-^ 




(Poc)4-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




Jl,^^^^Aepa-(DocVGaba-GIn-Trp-Ala-^^ 




(Doc)4.Aepa-Gaba-Gln-Trp-Ala-Val-Gly-His-Leu-Y(CH2NH)-Leu-NH2 



jjjAsX^(Doc)4-<3aba-Gln-Trp-Ala-Va!-<3ly-Hls-Leu-Y^ 



o 

N-'C''^Aepa-(Doc)4-Gln-Trp-Ala-^ 



o 

jjA^,x-sjx(Doc)4-Aepa-Gln-Trp-A!a"VaI-Gly-His-Leu-Y(CH2^ 



Gin-Trp-Ala-Val-Gly-His-Leu-Y(GH2NH)-Leu-NH2 



Dox-Bombesin23 1 1-25-02.skc 




Aepa-(Doc)4-Gaba-Gln-Trp-Ala-yal-pAia-Hi8-Leu-Nle-NH2 




jjA^,^->^(Doc)4-Aepa-Gaba-Gln-Trp-Ala-V^ 



NA-'^(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-Hls-Leu^ 



Dox-Bombesin24 11-25-02.skc 




Aepa-(Doc)4-DPhe-GIn-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



o 



Aepa-(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



o,^^X^,x>^Aepa-(Doc)4-DPhe-^ 



o 

.j^ljA,.xN^Aepa-{Doc)4-DAIa-Gln-Trp-Ala-Val-pAla 



Aepa-(Doc)4-DPhe"Gln-Trp-Ala-.AIa-pAla-His-Phe-Nle-NH2 



o 

Nj^jjAsx'v^(Doc)4-Aepa-DPhe-Gln-Trp-Ala-Val-pAla 



o 



(Doc)4-Aepa-DPhe-Gln-Trp-Ala-VaI-pA!a-Hls-Leu-Nle-NH2 



Aepa-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 



(Doc)4-Aepa-DA!a-Gln-Trp-Ala-Val-pA!a-Hls-Phe-Nle-NH2 



Dox-Bombesln2a__1 1-09-02.skc 




;.^I^A^x^(Doc)4-Aepa-DPhe-Gln-Trp-Ala-AIa-^^ 




{Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 




{Doc)4-DPhe-Gln-Trp-Ala-Val-pA!a-His-Leu-Nle-NH2 




oc)4-DPhe-Gln-Trp-Ala-Val-GIy-His-Leu-Leu^NH2 




(Doc)4-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 




HX 



I O 



Dox-BombesIn2b_1 1-09-02.skc 




Aepa-(Doc)4-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 




Aepa-(Doc)4-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH2 



Aepa-(Doc)4-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




iJv.x-s^Aepa-poc)4-Gln-Trp-Ala-Val-pAI 




X^,,^s^epa-(Doc)4-^^ 




« 

l,..v^(Doc)4-Ae 




{Doc)4-Aepa-Gln-Trp-A!a-Val-Gly-His-Leu-Leu-NH2 



Dox-Bombesin3a 11-09-02.skc 



« 






Doc)4-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2 




Dox-Bombesin3b_1 1-09*02.skc 




Aepa-{Doc)2-DPhe-Gln-Tn>Ala-Val-pAla-His-Leu-Nle-NH2 



QH O O 

^..JL^ ^Aepa-(Doc)2-DPhe-Gln-Trp-Ala-VaI-Gly-His-Leu-Leu-NH2 





HO O 

^Y^|jjA,-.-^Aepa-(Doc)2-DAIa-Gtn-Trp-^^^ 




Aepa-(Doc)2-DPhe-Gln-Trp-Ala-Ala-pAla-Hls-Phe«NIe-NH2 




Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NHg 




o 

Y-^|^A.^^Nj^Aepa-DPhe-Gln-Trp-Ala-^^ 




Aepa-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 



Dox-Bombesfn4a_1 1 -09-02.skc 




Aepa-DMa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHg 




o o 

^^Aepa-DPhe-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NHg 





(Doc)2-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH2 




X,.,.^(Doc)2-DPhe-Gln-Tr^ 



° ^" ^ .o.^..X (Doc)2-DAIa-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NH2 





O 



{Doc)2-DPhe-Gln-Trp-Ala-Ala-'PA!a-His-Phe-Nle-NH2 



Dox-Bombesin4b_1 1-09-02.8kc 



(Doc)2-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2 



(Doc)2-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



o 



XxN^(Doc)2-Aepa-DAIa-Gln-Trp-Ala-Val-pAla-^ 




{Doc)2-Aepa-DPhe-Gln-Trp-Ala-AIa-pAla-His-Phe-Nle-NH2 



Dox-Bombesln5_1 1-09-02.skc 




>g^jjA.,^^-sj^Aepa-(Doc)2-Gln-Trp-Ala-V^^ 




epa-GIn-Trp-Ala-Val-pAla-His*Ala-Nle-NH2 




o 

Y^j}A.'''^(Doc)2-Gln-Trp-Ala-^^^ 




!^o^j^A^^.^Aepa-(Doc)2-DPhe-G^ 




o 




X^.s^(Doc)2-DPhe-Gln-Trp-Ala-Val-pA!a-His-Ala-.NIe^NH2 




o 

>g^NA.xNg^Aepa-(Doc)4-Gln-Trp-Ala-Val-^ 



Dox-Bombesin6a 1 1 -09-02.skc 



(Doc)4-Aepa-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 



Doc)4-GIn-Trp-Ala-Val-pAIa-His-Ala-Nle-NH2 



Aepa.(Doc)4-DPhe-Gln-Trp-Ala-Val-pAla-His-AIa-Nle-NH2 



o 



(Doc)4-Aepa-DPhe-Gln-Trp-A!a-Val-pAla-His-Ala-Nle-NH2 




-X,X's^(D0C)4-! 



OPhe-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-ISIHg 



(Doc)2-Aepa-Gln-Trp-Ala-Val-pAla-His-Ala-Nle-NH2 



o 



(Doc)2-Aepa-DPhe-Gln-Trp-AIa-Val-pAla-Hls-Ala-Nle-NH2 



Dox-Bombesin6b 1 1 -09-02.skc 



k 




Aepa-(Doc)3-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 



)H O O 

^ .X — ^Aepa-(Doc)3-GIn-Trp-Ala-Val-pAla-His-Leu-Nle-NH. 




Aepa-(Doc)3-GIn-Trp-Ala-Val-GIy-Hls-Leu-Leu-NH2 





Aepa-(Ooc}3-Gln-Trp-Ala-Ala-PAIa-His-Phe-Nle-NH2 



l^s^>Aepa-Doc-Gln-Trp-Ala-VaJ-pAla-His-Leu-Leu-NH2 

5 M^fl 



epa-Doc-GIn-Trp-Ala-Val-pAla-His-Leu-Nle-NHg 



H,C 




Dox-Bombesfn7a_1 1-09-02.skc 



Aepa-Doc-Gln-Trp-AIa-Ala-pAla-His-Phe-Nle-NHg 




(Doc)3-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 




oc)3-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 




o 



(Doc)3-Gln-Trp-AIa-Val-Gly-Hls-Leu-Leu-NH2 



Xx-Vg^(D<>c)3-GIn-Tip-Ala-Val-pAla-Hi^^^ 



o 



(Doc)3-Gln-Trp-Ala-Ala-pAla-Hls-Phe-Nle-NH2 
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(Doc)3-Aepa-DPhe-Gln-Trp-Ala-Va!-pAIa-His-Leu-Leu-NH2 



Doc)3-Aepa-OPhe-6ln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 



o 

,y^l^A,^xN^(Doc)3-Aepa-DPhe-Gln-Trp-Ala-Val-GI^ 
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O OH 




Doc}3-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leii-NH2 



° ^ ° ,o^^ l.^(Doc)3-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2 
•OH' t 





O 

s^,^jjA,.x^{Doc)3-DPhe-Gln-Tr^ 




O OH 



o 



(Doc)3-DAIa-G!n-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 




o 



(Doc)3-DPhe-Gln-Trp-Ala-Ala-pAla-HIs-Phe-Nle-NH2 
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Doc-Gln-Tfp-Ala-Val-pAla-His-Leu-Leu-NH, 




Doc-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NK 



o 

-j^piA-x-yDoc-Gln-Trp-Ala-Val-GIy-His-Leu-^^ 



o 

Ng^NA..x^Doc-Gln-Tip-Ala-Val-^^ 



oo-Gln-Trp-Ala-Ala-pAla-His-Phe-Nle-NH 
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o 



Doc-Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NHa 




X,^^.^Doc-Aepa-Gln-Tip-Ala-Val-pAla-H 




Doc-Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NHg 




o 



Doc-Aepa-Gln-Trp-Ala-Val-pAla-Hls-Phe-Nle-NHa 




Doc-Aepa-Gln-Trp-AIa-Ala-pAla-His-Phe-Nle-NHg 
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Aepa 



H 




pGlu-His-Trp-Ser-Tyr 



-ir 



Leu-Arg-Pro-Gly-NHg 




» o 



pGlu-His-Trp-Ser-Tyr -(}-'^^Leu-Arg-Pro-Gly-NH2 




Aepa *N 



H 



pGlu-His-Trp-Ser-Tyr -N-'^'^Leu-Arg-Pro-NHEt 
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Doc 



pGlu-His-Trp-Ser-Tyr 



At 



Leu-Arg-Pro-Gly-NH, 




o 



pGlu-His-Trp-Ser-Tyr -{j-^^Leu-Arg-Pro-Gly-NHa 




(D0C)3 -{j- 



OH 



pGlu-His-Trp-Ser-Tyr -{j-Nr-Leu-Arg-Pro-Gly-NHg 




(Doc). _H 



m 

pGlu-Hls-Trp-Ser-Tyr -(j^^^Leu-Arg-Pro-Gly-NHj 



Doc H 




pGlu-His-Trp-Ser-Tyr -N-*^Leu-Arg-Pro-Gly-NH2 



(Doc)2 -Q 



pGlu-Hls-Trp-Ser-Tyr -{^-"^-g—Leu-Arg-Pro-Gly-NHa 




(Doc)3 ^ 



pGIu-His-Trp-Ser-Tyr-|j-^>g_Leu-Arg-Pro-Gly-NH2 




(Doc)4 tt 



pGlu-His-Trp-Ser-Tyr.j^>N^Leu-Arg-Pro-Gly-NH2 
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pGlu-Hls-Trp-Ser-Tyr -tji^'^'^Leu-Arg-Pro-Gly-NHg 



Doc)2-Aepa "^'"^^^ 
pGlu-HiS'Trp-Ser-Tyr ^jj^^^^^Leu-Arg-Pro-GIy-NHg 
(Doc)3-Aepa 

pGlu-His-Trp-Ser-Tyr -N-''^^Leu-Arg-Pro-Gly-NH2 



(Doc)4-Aepa 

. XX 

s 

pGlu-His-Trp-Ser-Tyr -fj-'^^Leu-Arg-Pro-Gly-NHa 



pGlu-His-Trp-Ser-Tyr -N-^Y-Leu-Arg-Pro-Gly-NHj 



epa-(Doc)2 



pGlu-Hls-Trp-Ser-Tyr-j^''Y-Leu-Arg.Pro-Gly-NH. 




epa-(Doc)3 -n 



pGlu-His-Trp-Ser-Tyr -p(^S— Leu-Arg-Pro-Gly-NHa 



Aepa-(Doc)4 -N 



"XX 



pGlu-His-Trp-Ser-Tyr -{^-^Nj—Leu-AiB-Pro-Gly-NHa 
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• 
• 

pGlu-His-Trp-Ser-Tyr .j^/^Leu-Arg-Pro-Gly-NHz 




(Doc). 



-a 



XX 



pGIu-His-Trp-Ser-Tyr 



Leu-Arg-Pro-Gly-NHa 



(Doc), -H 



XX 



pGlu-Hls-Trp-Ser-Tyr 



Leu-Arg-Pro-Gly-NH 



(Doc)4 



pGlu-His-Trp-Ser-Tyr -fJ'^^Leu-Arg-Pro-Gly-NHa 
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Aepa -{ 



pGlu-His-Trp-Ser-Tyr -j^j-'^^Leu-Arg-Pro-Gly-NHj 




pGIu-His-Trp-Ser-Tyr -n 



N'^'^Leu-Arg-Pro-Gly-NHg 



O OH 




O 



(Doc)3-Aepa 



pGlii-His-Trp-Ser-Tyr -n 



N ■"'^^Leu-Arg-Pro-Gly-N 



O OH O 



-Aepa -I 



H 





pGIu-His-Trp-Ser-Tyr -N-'^^^Leu-Arg-Pro-Gly-NHg 
o 

pGIu-His-Trp-Ser-Tyr -[j-'^^Leu-Arg-Pro-Gly-NHa 
pGlu-His-Trp-Ser-Tyr -N-^^Leu-Arg-Pro-Gly-NH^ 



pGlu-Hls-Trp-Ser-Tyr -N-^^v-Leu-Arg-Pro-Gly-NHa 




epa-(Doc)4 — | 



pGlu-Hls-Trp-Ser-Tyr -|s|-^*^Leu-Arg-Pro-Gly-NH2 



Dox-LHRH1a 11-13-02.skc 




Aepa 



pGIu-His-Trp-Ser-Tyr 



y^^Leu-Arg-Pro-Gly-NHg 



o 



oc)2 n 




pGlu-His-Trp-Ser-Tyr -j^i^^'Y-Leu-Arg-Pro-Gly-NHg 




Aepa -g. 



pGlu-His-Trp-Ser-Tyr -({-'''^^Leu-Arg-Pro-NHEt 



^^X^-^(Doc)2-Aepa -[j- 



pGlu-Hls-Trp-Ser-Tyr -jj-^^^'^Leu-Arg-Pro-NHEt 



pGlu-His-Trp-Ser-Tyr 



Leu-Arg-Pro-NHEt 
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pGlu-His-Trp-Ser-His -N-^^^j-^Trp-Tyr-Pro-Gly-NHg 
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Aepa 



— N- 
H 



pGlu-His-Trp-Ser-His — {j-^^^Trp-Tyr-Pro-Gly-NHj 
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>g^|jXx'^^(Doc)2-Aepa -{j-i 

pGIu-Hls-Trp-Ser-Tyr -(j-^^Leu-Arg-Pro-Gly-NHj 



Y^jjX.^(Doc)3-Aepa _n_. 

IP 

pGlu-His-Trp-Ser-Tyr -jj-^^Leu-Arg-Pro-Gly-NHa 



hjc 




°Y*^jjA.„^(Doc)4-Aepa -S-i 

S 

pGlu-Hls-Trp-Ser-Tyr -N-^^^'^^j—Leu-Arg-Pro-Gly-NHa 



o 



Aepa-Doc 




pGlu-His-Trp-Ser-Tyr -ji-'^^Leu-Arg-Pro-Gly.NHa 



Aepa-(Doc)2 -ft 




pGiu-Hls-Trp-Ser-Tyr -{^j^^^^Leu-Arg-Pro-Gly-NHa 





pGlu-His-Trp-^er.Tyr.N-''Ng-.Leu-Arg.Pro-Gly-NH 




I 

pGlu-Hls-Trp-Ser-Tyr -{}-''*^-|-Leu-Arg-Pro-Gly-N H2 
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pGIu-His-Trp-Ser-His — N-^Nj_Trp.jyr.pro-Gly-NH2 




(Doc)2-Aepa 



H 



pGlu-His-Trp-Ser-His -j}-'*"^^Trp-Tyr-Pro-GIy-NH2 
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pGIu-His-Trp-Ser-His -fj-''^"^Trp-Tyr-Pro-Gly-NH2 
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Doc -N' 
H 



pGlu-His-Trp-Ser-Tyr -M-^x—Leu-ATB-Pro-Gly-NHa 



O OH Q O 




pGlu-Hls-Trp-Ser-Tyr . 



jlj-'^'^Leu-Arg-Pro-GIy-NHg 




o 



pGlu-Hls-Trp-Ser-Tyr -j:}'"''^Leu-Arg-PrO"Gly-NH2 




o 
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pGlu-His-Trp-Ser-Tyr -pj--^^^Leu-Arg-Pro-Gly-NH2 
o 



pGlu-His-Trp-Ser-Tyr -{j-^-j—Leu-Arg-Pro-Gly-NHa 



pGIu-Hls-Trp-Ser-Tyr -|^-^-^Leu-Arg-Pro-Gty-NH2 




(Doc)3 




o 

pGlu-His-Trp-Ser-Tyr.^A^Leu-Arg-Pro-Gly-NHi 




pGIu-His-Trp-Ser-Tyr .};}-'*^w-Leu-Arg-Pro-Gly-NH, 
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pGlu-Hls-Trp-Ser-Tyr -{j-'^^Leu-Arg-Pro-Gly-NHg 



pGlu-Hls-Trp-Ser-Tyr .^/V-Leu-Arg-Pro-Gly-NHj 
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pGlu-His-Trp-Ser-Tyr -N'^'^^Leu-Arg-Pro-Gly-NHj 
(Doc)4-Aepa -H, 



pGlu-His-Trp-Ser-Tyr -{^j'^'^Leu-Arg-Pro-Gly-N 



pGlu-His-Trp-Ser-Tyr -{a-'^^Leu-Arg-Pro-Gly-NH 

.a. 



pGlu-His-Trp-Ser-Tyr -fj^^^Leu-Arg-Pro-Gly-NHg 



o 

-j^ja''''sx^^Aepa-{Doc)3 -n 



pGlu-HIs-Trp-Ser-Tyr -H^V-Leu-Arg-Pro-Gly^Hj 



>j-^jjJk^''>YAepa-(Doc)4 -N 



pGlu-Hls-Trp-Ser-Tyr -|;j'*"WLeu-Arg-Pro-Gly-NH 
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XX 

pGlu-Hls-Trp-Ser-Tyr .jj/^Leu-Arg-Pro-Gly-NHa 




o ^ 



pGlu-His-Trp-Ser-Tyr -{j-"''"^Leu-Arg-Pro-Gly-NH2 



pGlu-His-Trp-Ser-Tyr -{j^'^^Leu-Arg-Pro-Gly-NH 




(Doc)4 -N 



H 

XX 



pGlu-Hls-Trp-Ser-Tyr -fj-^^Leu-Aro-Pro-Gly-NHa 
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pGlu-His-Trp-Ser-Tyr _N-^|_Leu-Arg-Pro-Gly-NH2 



o 

jjJk^^(Doc)2-Aepa 



pGlu-His-Trp-Ser-Tyr . 



{•"""^Leu-Arg-Pro-Gly-NHa 




A,.,..^N^(Doc)3-Aepa 



pGlu-HIs-Trp-Ser-Tyr - 



[J-'^'^Leu-Arg-Pro-Gly-NH^ 




(Doc)4-Aepa -| 



pGlu-His-Trp-Ser-Tyr -{j-^^'^Leu-Arg-Pro-Gly-NHg 

o 

jjA^x^yAepa-Doc "''"'^^ 

pGIu-His-Trp-Ser-Tyr -[j-^^Leu-Arg-Pro-Gly-NH2 



Aepa-(Doc)2 -| 



pGlu-His-Trp-Ser-Tyr -jj-^'v-Leu-Arg-Pro-Gly-NHa 
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pGIu-Hls-Trp-Ser-Tyr -[ij-^'^Leu-Arg-.Rro-GIy-NHg 



epa-(Doc)4 -fl- 



pGlu-Hfs-Trp-Ser-Tyr -jj-'^Nj^Leu-Arg-Pro-Gly-NH 
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pGlu-His-Trp-Ser-Tyr 



-fr 



Leu-Arg-Pro-Gly-N Hg 




epa-(Doc)2 —{J- 



pGlu-His-Trp-Ser-Tyr -N-^s^Leu-Arg-Pro-Gly-NHg 



Aepa -N 



H 



pGIu-His-Trp-Ser-Tyr -{{-'"^i— Leu-Arg-Pro-NHEt 




o 

Doc)2-*Aepa -fi" 



pGlu-His-Trp-Ser-Tyr -N^*"^Leu-Arg-Pro-NHEt 



o 



pG!u-His-Trp-Ser-Tyr -{j-'^^^Leu-Arg-Pro-NHEt 
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Aepa 



pGlu-His-Trp-Ser-Tyr -j:j''''^Leu-Arg-Pro-Gly-NH2 



(Doc)2'Aepa 



m 

pGlu-His-Trp-Ser-Tyr -y'^'^Leu-Arg-Pro-Gly-NH. 

" o 

N-Asx^Doc)3-Aepa -g-j^ 

s 

pGlu-Hls-Trp-Ser-Tyr -N-^^Leu-Arg-Pro-Gly-NH^ 




Doc)4-Aepa -n 




pGlu-Hls-Trp-Ser-Tyr -j;j-''^^^Leu-Arg-Pro-Gly-NH2 




Aepa-Doc 

H 




pGlu-His-Trp-Ser-Tyr -jj-'^^^Leu-Arg-Pro-Gly-NHa 




Aepa*(Doc)2 -{{ 




pGlu-Hls-Trp-Ser-Tyr -j^j^^^^Leu-Arg-Pro-Gly-NHa 




Aepa-(Doc)3 -j 



pGIu-His-Trp-Ser-Tyr -(j^^^Leu-Arg-Pro-Gly-NHg 



Aepa-(Doc)4 —{J 



pGIu-His-Trp-Ser-Tyr -(j-^^Leu-Arg-Pro-Gly-NH. 
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o 

j^A«^Aepa-(Doc)4 -{f 



\ 



pGlu-His-Trp-Ser-His -n 



{j'^-Trp-Tyr-Pro-Gly-NHa 




Aepa 



pGlu-His-Trp-Ser-His — 



a'%-Trp-Tyr-Pro-GJy-NH2 




{Ooc)2-Aepa 



pGlu-His-Trp-Ser-His -N-^p-Trp-Tyr-Pro-Gly-NHa 




O 

jj-As.x-sy^epa-(Doc)2 -n- 



pGlu-His-Trp-Ser-His -n 



H^^^Trp-Tyr-Pro-Gly-NHg 
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o 

>jPj^A,^Y(Doc)HSDGIFTDSYSRYRKQMAVKKYLAAV^ 




o 




(Doc)HSDGIFTDSYSRYRKQMA{A5c)KKYLAAVLGKRYKQRVKNK-NH. 




o 

Y^fl-'^^>'-^(Aepa)HSDGIFTDSYSRYRKQMAVKKYUV^VL(p>^^ 




(Aepa)HSDGIFTDSYSRYRKQMAVKKYLAAVL(Ava)KRYKQRVKNK-NH. 




o 

<^jjA^^(Aepa)HSDGIFTDSYSRYRKQMAVKKYLAAVLGKRYKQR(A6c)KNK4^H: 




Ooy-PACAP !U).n9skr! 



o 



o 

Y^jjA.'^(Doc)4"DPhe-c(Cys-3l^^^ 



o 

Y^jjA^--sj^DPhe-c(Cys-3ITyr-DTrp-Lys-Val-^ 



-y^jjXx^Aepa-DPhe-c(Cys-3l^^ 



(Doc)4-Aepa-DPhe-c(Cys-3ITyr'DTrp-Lys-VaI-Cys)-Thr-NH. 



o 



o 
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o 

jjA^,,.-sg^Doc-DPheK;(Cys-3l^ 




o 

jjA.^^N^Doc)2-DPhe-c(Cys-3ITyr-DTrp"Lys-Va»-Cys^^^ 




o 

|:|''^^^*-^'^{Doc)3-DPhe-c(Cys-3l^ 




(DocVDPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-ThNNH 




(Doc)5-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH, 




(Doc)6-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 
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o 

jj-''''xx^Doc-Aepa-DPhe-c(Cys-^ITyr-DT^ 




Doc)2-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




oc)3-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Tlir-NH2 



j^A,,.xxj.(Doc)5-Aepa-DPheK:(Cys-3ITyr-DTrp-Lys-Val-Cy^ 




{Doc)a-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-VaI-Cys)-Thr-NH2 




fipa)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 
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Appendix G 



O 



o 




Aepa-{Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH 



o 

f|^^'^'^^^Aepa-(DocVDPhe-c(Cys-3!T^^^ 



Dox-Somatostatfn12_1 l-i3-02.skc 



Doc-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH. 



(Doc)2-Aepa-DPhe-c(Cys.3ITyr-DTrp-Lys-Thr-Cys).Thr-NK 



(Doc)3-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH. 



o 

j^As,-'-Xj^(Doc)5-Aepa-DPhe-c(Cys^^ 




o 

(Doc)5-Aepa-DPhe-c(CyS'^ITyr-DTrp-Lys-Thr-Cys)-Thr-NH. 



o 

{j''''^N.''^(Aepa)2-DPhe.c(Cys-3IT^^ 
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Doc-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH- 



o 

jjAx-Ngx(Doc)2-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-T^ 




(Doc)3-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH 



Thr-Cys)-Thr-NH, 



o 

N'^'k.^Y(Doc)g-DPhe-c(Cys-3ITyr-DTrp-Lys-Th 



(Doc)e-DPhe-c(Cys.3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH, 
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o 

jjA.^(DocVDPheK:(C^-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH. 




I^A,,.^Poc)4.DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys 




DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NK 




epa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-Nk 




(Doc)4-Aepa-DPhe-c(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 
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o 

jjA,.,^Y(Doc)2-Aepa-CaegK5ycIo(DCys-^Pal-DTr^^ 




(Doc)3-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH. 



jjA,.x-sj^(DocVAepa-Caeg-cyclo(DCys-3Pal-DTip-L^ 




(Doc)5-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH. 



(Doc)B-Aepa-Caeg-cycIo(DCys-3PaI-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH 



(Aepa)2-Caeg-cyclo(DCy8-3PaI-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH 
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0(>Caeg-cyclo(DCys-3Pa]-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH. 



jjA...^(Doc)2-€aeg-cydo(DCys-^ 




o 

rjA.*^(Doc)3<;aegK:ycIo(DCys-3Pal-DTrF^ 



o 

NAx^(Doc)4-^aeg-(ydo{DCys-3Pal-DTrp-Lys-DCys)-Thr( 




(Doc)5-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys>-Thr(B2l)-Tyr-NH. 



>^X^Xx^(Doc)e-CaegH:ycI^ 
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O 

pjA.^^-sj^Doc-Lys-DTyr-DTyr-cydo(Cys-Ty^^ 



(Doc)2-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Ci«)-Thr-NH. 



j|A,,.,-^{Doc)3-Lys-DTyr-DTyr-cycI^ 




jjA.^.'->gx(Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Ty^^ 



Doc)s-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)e-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH 
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o 

— y(°°'')6-'-ys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NHj 




o 

}}''^^-^Y^°°«')4-Lys-DTyr-DTyr-<ydo(Cys-Tyr-DTrp.Lys-Abu-Cys)-T^ 



DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH 




o 

j:j-*v,^*v^(°°°)4-Aepa-Lys45Tyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu^^^^ 




(Doc)4-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH 



°>g^jjA,.-''>Y^Phe-cydo(Cys-Ty^^^ 




Dox-Somatostatin 1 9_i i -22-02^kc 



OH °y^H--'^"^^<'^°*=>6-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp.Ly^^ 




o 




o 

y^B'''^"^'-y®'°'^y^-°"^y^-cyclo(CysTyr-DTrp-Lys.Abu.^^ 




o 

^H'"^^^3-'-y®-'^"^yr-DTyr-cyclo(Cys.Tyr-0Trp-Lys-Abu^ 



y^{j'^>^--^<°°*^)4-Aepa-DPhe-cydo(Cys-Tyr-DTrp-Lys-Abu-Ci«>^^^ 




y^(j'^^-^Aepa-DPheK:yclo(Cys-Tyr-DTrp-Lys-Abu-CysKhr-NHj 



Dox-Somatosta«n1a_11-13-O2.skc 




Y^jj A^vg^ Aepa-Lys-DTyr-DTyrK:yc!o(Cys^^^ 



(Doc)4-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH, 



Aepa-Lys-DTyr-DTyr-cycto(Cys-Tyr-DTrp-Lys-Ab.u-Cys)-Tlir-NH, 




Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



pa-DPhe-cycIo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH* 




(Doc)2-Aepa-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH. 



{Doc)2-Aepa-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-VaI-Cys)-Thr-NH. 




(Doc)2-Aepa-Caeg-cyclo(DCys-3Pal-DTrp«Lys-DCys)-Thr(Bzl)-Tyr-NH. 



^A,,.--s^(Doc)4-Aepa-Caeg-cyclo(DCys-3PaI-DT^^ 



Dox-Somatostatin1b &-8-02.skc 



>|pjjJ'^'Vy^epa-Lys-DTyr-DTyr.cydo(Cys-Tyr-DTrp-Lys-Abu^ 



o 





o 




o 



o 




Aepa-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys>Thr(BzI)-Tyr-NH 



Dox-Somatostatin1 c_5-8-02.skc 



o 



Doc-Aepa-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)2-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



o 



(Doc)3-Aepa-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)g-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



o 

>j^N''''vx'^(Doc)6-Aepa-DPhe-cyclo(^^ 



^^s, i^,s^(Aepa)2-DPhe-cydcKCy5-Tyr-DTrp-Lys-Abu-Cys)-Thr-^ 

8 a^nr 



Dox-Somatostatin2a 11-1 3-02.skc 




Doc-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH, 




' o 




(Doc)3-DPhe-cydo{Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 




(Doc)4-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH- 




(Doc)5-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 




oc)e-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 
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ys-DTyr-DTyr-cyclo(Cys-Tyr-DTfp-Lys-Abu-Cys)-Thr-NH. 



o 

ONg^j^A,.,^Vj^Doc-Aepa-Lys-DTyr-DTyr-cyd^ 



(Doc)2-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NK 



o 



(Doc)3-Aepa-Lys-DTyr-DTyr-cyclo(Cy5-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



>g^NA,,..-N,j^(Doc)4-Aepa-L^^ 



i u 



o 

Y^jj'''N.^'''^(Doc)6-Ae^ 



(Doc)6-Aepa-Lys-DTyr-DTyr-cydo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



o 

y^jjA,,-.^(Aepa)2-Lys-DTyr-DTyr-cycIo(C^^ 



Dox-Somatostatin3_1 1 -1 3-02.skc 




Doc-Lys-DTyr-DTyr-cyc!o(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



O OH 




(Doc)2-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 




(Doc)3-Lys-DTyr-DTyr-cq^clo(Cys-Tyr-DTip-Lys-Abu-Cys)-Thr-NH. 



Q OH 




{Doc)g-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH 



(Doc)6-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 



Dox-Sonriatostatin4 11-13-02.skc 




o 



o 



o 



o 




Aepa.Doc-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH, 



y^"^"^ — '^A®P3-('^oc)2-DPhe-cycto(Cys-Tyr-DTrp-Lys-Abu^ 



epa-(Doc)4-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH, 



Dox-Somatostatin5_1 1-1 3-02.skc 




o o 

^. JL ^ ^(Doc)6-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH. 




« 

X,^^(Doc)4-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-T^ 




aeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 




o 

^^^jjA.^*-Vj^Aepa-Caeg-cyclo(DCys-3Pal-DT^^ 




(Doc)4-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr{Bzl)-Tyr-NH- 




o 




aeg-cyclo(DCys-3Paf-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH. 



O OH O O 

.o^ ^ X ^ -'Aepa-Caeg-cycIo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH 




Dox-S6matostatln6_1 1-13-02.skc 



o 



o 



o 



o 

y^{j'^^^-'^(°oc)4-Aepa-Caeg-(qrclo(DCys-3Pal-DTrp-Lys-DCy^^ 



o 

Y^{j''^N,'^<°°<=)6-Aepa-Caeg-cyclcKDCys-3Pal-DTrp-Lys-DCys^ 



(Doc)6-Aepa-Caeg.cydo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl>.Tyr-NK 



o 



Dox-Somatostatln7_1 1 -1 3-02.skc 



Poc-Caeg-cycIo(DCys-3Pal-DTrp-Lys-DCysKhr(Bzl)-Tyr-NK 



o 



o 



(Doc)5-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH. 



o 

^y^jj-''k^-"^j-(Doc)6-Caeg-cycto 



Dox-Somatostatfnd_1 1 -1 3-02.skc 



r 



Aepa-Doc-Caeg-cyclo(DCys-3Pal-PTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH. 



o 

'X^^'^ — ^Aepa-(Doc)2-Caeg-cydo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl>-Tyr-NHj 



Aepa-(Doc)3-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NK 



o 



Dox-Somatostatfn9 11-1 3-02.8kc 




I o 

'^T^^^^'^^^'^'T^ Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



(Doc)2-Aepa-DPhe-cyclo(Cys-3lTyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)2-Aepa-DPhe-cydo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




(Doc)2-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 




(Doc)4-Aepa-Caeg-cyclo{DCys-3Pal-DTrp-Lys-DCys)-Thr(BzI)-Tyr-NH2 



Dox-SS 5-8-02.skc 




o 




(Doc)4-Aepa-Gaba-Gln-Trp-Ala-Val-pAra-His-Leu-Nle-NH, 




^NJOv^^(Doc)4.Gaba-Gln-Tr^^ 




o HN-'"'^-'''^ Aepa-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-NIe-NH 





Dox-Taxol-Bombesin1_1 1-18-02.skc 



3 




(Doc)4-Aepa-Gaba 



pGlu-His-Trp-Ser-Tyr-i^JY-Leu-Arglpro-Gly-NH, 



o 

Y^[f^^*'"-'''^Aepa«(Doc)4-Gaba 




pGlu-His-Trp-Ser-Tyr-Ki-^ 



H'^'^Leu-ArQ-Pro-Gly.NHz 



(Doc)4-Gaba^. 

H 



pGlu-His-Tip-Ser-Tyr-pi^^Leu-Arg-Pr^^^^^ 




(Doc)4-Aepa-Gaba— I 



H 




pGlu-His-Trp-Ser-Tyr— M-^ 



tj""'^Leu-Arg-Pro-GJy-NH2 



pGlu-His-Trp-Ser-Tyr-jj-A^Leu-Arg^ 



pGlu-His-Trp-Ser-Tyr— 



w 

fl'%— Leu^g-Pro-GIy-NHj 
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o 

HN-*^-''^(Doc)4-Aepa-Gaba-tf-^ 

^ jTll \ 



pCfu-Hls-Trp^er-Tyr-^A^Leu-Arg-Pro-Gly-NH, 




o HN-^'^-^^Aepa-(Doc)4-Gaba -fj- 



pGlu-Hls-Trp-Ser-Tyr 



B'^'^Leu-Arg-Pro-GIy-NK 



o 

o HN-''''N.'^^Poc)4-Gaba -fj. 



pGlu.Hls-Trp.Ser-Tyr_j,--.^Leu-Arg-Pro-Gly-NH 



oc)3-Aepa-Gaba — 



pGlu-Hls-Trp^er-TF -H-^Leu-Arg-Pro-Gly-NH, 




•nO, 



o HN''^>^'^''^Aepa-(Doc)3-Gaba — ji—^ 




pGlu-His-Trp-Ser-Tyr -({-^Leu-Arg-Pro-Gly-NH, 




o HN-^-^'-NrKDoc^-Gaba 





pGlu-Hls-Trp-Ser-Tyr ^ 



W'^^Leu-Arg-Pro-'Gly-NH 
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OH 



(Doc)4-Aepa-Gaba— N^,^^^^ 

5 

s 

pGlu-His-Trp-Ser-Tyr •-*jj'''^'^l-eu-Arg-Pro-Gly-NH2 



o 



pGlu-His-Trp-Ser-Tyr --.j^'''^'"^Leu-Arg-Pro-Gly-NH2 




(Doc)4-Gaba— N 



pGlu-His-Trp-Ser-Tyr •^^'''''^^^^""^S'P'^^GIy-NHg 



o, 



o 

o HN''^**'-''^^(Doc)4-Aepa-Gaba "'^ v-;^*^^ 




pGlu-His-Trp-Ser-Tyr -^N/'^^Leu-Arg-Pro-Gly-NHg 



o m 




As,...^N^Aepa-(Doc)4-Gaba — N 



pGlu-Hls-Trp-Ser-Tyr •^j^'^'^'^'^Leu-Ar^^ 



O HN 



naO. 



(Doc)4-Gaba -n 




H 

■XX 



pGlu-H(s-Trp-Ser-Tyr ---N^'''*^Leu-Arg-Pro-Gly-NH. 



Dox-Taxol-LHRH2 11-22-02.skc 



pGlu-Hls-Trp-Ser-Tyr--.M^''''^Leu-Arg-Pro-Gly-NH2 



p6Iu-His-Trp-Ser-Tyr •^jj''*'"'^— Leu-Arg-Pro-Gly-NK 



p 



A^x-^ (Doc)4-Gaba— H 



3 

pGlu-His-Trp-Ser-Tyr •-^j^^'"'^^Leu-Arg-Pro-G!y-NH2 



Dox-Taxol-LHRH2b_1 1-25-02.skc 




>jpjjA.^Y(Doc)HSDAVn-DNYTRIJRKQ(Nle)AVI^^ 



O OH 





Y^j|A^^(Doc)HSDAVFTDNYTRLRKQMAVKKALNSILN-NH, 




' o 

;;-^'jpjjA^xY(Doc)HSDAVFTDNYTRLRKQMAVKKLLNSILN-NH, 




(Aepa)HSDAVFTDNYTRLRKQ(Nle)AVKKYLNSILN-NH. 




js^^jjA«,.^('^Pa)HSDAVFTDNYTRLRKQMAVKKY^ 




(Aepa)HSDAVFTDNYrRLRKQMAVKKALNSILN-NH. 




(Aepa)HSDAVFTDNYTRLRKQMAVKKLLNSILN-N H. 



Dox-VIP_5-8-02.skc 



.1) 




Aepa-(Doc)2-Gln-Trp-Ala-Val-pAIa-His-Leu-LeiJ-NH. 



2) 



pX^O— ^^^^^^^j^^^ Aepa— u-v 



GIp-His-Trp-Ser-Tyr— fj--*>|_LeihArg-Pro-Gly-NH2 



3) 




» O 

jj^-'kx'*^ is-Leu-Leu-N Hg 



4) 




o 



Glp-His-Trp-Ser-His— N-'*Ng_Trp-Tyr-^ 



O OH 




oc)2-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH- 




0=^ 'Xl ° H|g-*'.''^^'^°*')2"^P^"'^P^®-cyc'o(t^s-3'Tyr-DTr^^ 





7) 



8) 




o HN^^^'''^''**P^"('^°'^)2-<3'n-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 




^,J^^^^Aepa^Doc)2-f|- 



Glp-Hi8-Trp-Ser-Tyr-NAj_Leu.Arg-Pro-Gly-NH 



Hypothetical procedures_5-9-02.skc 






o 

o HN-^'^N.'''''^Aepa-(Doc)2-Gln^ 





O HN 



^Aepa-(Doc)2-Gln-Trp-Ala-Val-pAIa-His-Phe-Nle-NH 




2 



P o 







Aepa-GIn-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH 



o o 





o hn-^nXS^ Aepa-Gln-Trp-AIa-Val-pAIa-His-Phe-Nle-NH2 





O HN 




X.,.--s^(Aepa)2-(Doc)2-Gln-T^^ 




Taxol-Bombesin_6-8-02.skc 




0 HM-*^^°°'^'^''^®'®'"'"'"'^P-^^Val-pAla-Hls-Leu-Leu-NH. 





o HN-'^-^-^^Doc^DPhe-Gln-Tip-Ala-Val-pAla-Hte^^ 





o HN-^^^'-^'^Doc-DPhe-Gln-Trp-Ala-V^ 





o HN^^^^-^^Doc-DAIa-Gln-Trp-Ala-Val-pAla-Hte^^ 




o 

o HN-'^^^-^^Doc-DPhe-Gln-Trp-Ala-AIa-pAla-^ 



Taxol-Bombesin 1 0a 1 1 -09-02.skc 




o 

ojN'''v^Doc-Aepa-DPhe^ln.Trp-Ala-Val-p/Ma^ 




Doo-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-NIe-NH- 




Doo^epa-DPhe-Gln-Tna-Ala-Val-Gly-His-Leu-Leu-NH 




o 

^jjN-*^-^Do<>Aepa-DAIa-Gln-Trp-Ala-Val-pAla-Hfe^ 




o HM-^^v^'^Y^oc-^a-DPhe-Gln-Trp-Ala-Ala-pAla-Hfe^ 




Taxol-Bombesln10b_1 1-09-02.skc 




o HN-^^*^.''^Aepa-(Doc)3-DPhe-Gln-Trp-Ala-Val-p^ 




.epa-(Doc)3-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-NIe-NH. 





„NAj^Aepa-{Doc)3-DAIa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 





Taxol-Bombesin10c_1 1-09-02.skc 




(Doc)3-Aepa-Gln-Trp-Ala-Val-pAla-Hi5-Leu-Leu-NH. 



HN-^'^--''^(Doc)3-Aepa-Gln-^^ 




o 

o HN-'''^s.-''^(Doc)3-Aepa-Gln-T^ 




o 

o HN'''^^--^^^(Doc)3-Aepa-Gln-Trp-A^ 




X,,^-^Doc)3-Aepa-Gln-Trp-Ala-Ala-pAIa-Hi^^ 



Taxol-Bombesfn11a 11-09-02.skc 




Xx-s^Aepa-Doc-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-^ 



A..,x-s^Aepa-Doc-DPhe-Gln-Trp-Ala-VaI-pAla-His.^^ 



o 

JkxN^Aepa-Doc-DPhe-^ain-Tip-Ala-Val-Gly-His-L^^ 




epa-Doo-DAIa-Gln-Trp-Ala-Vaf-pAla-Hls-Phe-Nle-NH, 




o 

N^^^^^-^'^Aepa-Doc-DPhe-Gln-Trp-Ala-AIa-pAla-Hi^^^ 




Taxol-Bombesini 1 b_1 1-09-02.skc 




o HN' -^^Aepa-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-NH2 





O HN 




A^x-N^{Doc)4-Aepa-Gaba-GlrvTip-Ala-Va|.pAla-His-Leu-Leu-N 



o o 




itniO. 




0 HN 



A^xs,j-(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla-Hls-Leu-Leu-. 



NH 





V^^'^'^^^^'^^'^^^^^^-^^aba-G 




:o o 




X_ o^N-^''-v.^(Doc)4-Aepa-Gaba-Gln-Tr^^ 





Gaba-Gln-Trp-Ala-Val-Gly-His-Leu-Y(CH2NH)-Leu-NH2 



Taxol-Bombesin12_1 1-25-02.skc 




o HN''''^-^^Aepa-(Doc)4-Gaba-Gln-Trp-Ala^^^ 



o 

A^x>Y(Doc)4-Aepa-Gaba-GIn-Trp-A!a-Val-pAla-His-Leu-Nle-NH 



o HN^"^--'^^'^°^^4-Gaba^3ln-Trp-Ala-Va^ 



o HN^"^" ^Aepa-{Doc>4-GIn-Trp-AIa-Val-Gly-Hfs-Leu-^(CH2NH)-Leu-NK 



\ "^''^'''^^'^^^VAepa-Gln-Trp-Ala-Val-^ 



X ^{Doc)^ 



rGIn-Trp-Ala-Val-GIy-Hls-Leu-Y(CH2NH)-Leu-NH2 
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o 




o 

o ^N-'''^s^''^(Doc)4-Aepa-Gln-Tr^^ 




o 

o ''N-^'''NX--^{Doc)4-Aepa-DPh K 




-.'-s^(Doc)4-Aepa-<3aba-Gln-Trp-Ala-Val-pAla-His-Leu-^ 




(OocVAepa-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NK 





>--Sj^(Doc)4-Gaba-Glri-Trp-AIa-VaI-pAla-His-Leu 




f-^Nf^(Doc)4-Aepa-DPhe-Gln-Trp-Ala-VaI-pAla-Hls-Leu-N^ 



Taxol-Bombe8in14 3-14-03.skc 



Appendix H 



I 




<>^{j-S"c-<Doc)3-Aepa-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH, 




o {}"^'^Aepa-(Doc)3-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH. 




o^W-Suc-Aepa-(Doc)3-Gln-Trp-AIa-Val-pAla-Hls-Leu-NI©-NH2 




o S}-Suc-(Doc)3-Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH, 



o (l-Suc-(DooVGin-Trp-Ala-Va«-pAla-Hte-Leu-Nle-NK 



{}-Suc-Aepa-(Doc)3-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-Nrt 




o t}-Suo-(Doc)3-Aepa-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-N H. 



Taxol-Bombesin15_3-14-03.skc 



V 




O HN 




O 

A.,^x-^^Aepa-(Doc)2-Gln-T^p-Ala-Va^ 



10 o 






o o 



O HN 





JL..>^epa-(Doc)2-G 




o 

o HN'^*'*---^Aepa-(Doc)2-G(n-Trp-Ala-Val-p^ 




:o o 




O HN' 



iepa-{Doc)2-GIn-Trp-Ala-Ala-pAla-His-Phe-Nle-NH. 





'^^^^''''''^Aepa-Gln-Trp-Ala-Val-pAla-Hi^^ 





-GIn-Trp-AIa-Val-pAIa-His-Leu-Nle-NH. 




p. o 




O HN 




Aepa-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NK 
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o HN'" — ^ Aepa-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH 





epa-GIn-Trp-Ala-AJa-pAla-His-Phe-Nle-N 






O HN 




X^^(Doc)2-Gln-Trp-Ala-Val-pAla-His-Leu-Nie-NH2 




o „N-JC^(°°^)2-^'"-^''P-Ala-Val-Gly-H 




:o o 





o HN--s^-«-(Doc)2-Gln-Trp-Ala-Val-pAla-Hl8-Phe-Nle-NH2 

PH ^ - 0 
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yj^A.xv^Aepa-{Doc)2-DPhe-GIn-Trp-A^ 





o 





O HN 




X,^.-s^Aepa-(Doc)2-DPhe-GlivTrp-Ala-Val-pAIa-His-Phe-Nle-NH 



P o 





o HN-**sXN^Aepa-DPhe-Gln-Tr^ 





p 

o HN-"^--''''^ Aepa-DPhe-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NHj 





q. HN-:'"^^.''-'^ Aepa-DPhe-Gln-Trp-AIa-Val-p Ala-His-Phe-NIe-NH 
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o HN'^^'•'''^(Doc)a-DPhe-c(Cys-3ITyr-DTrp-Lys-Abl^Cys)-Thr-NH2 



(Doc)4-DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




DPhe-c{Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-DPhe-c(Cys-3»Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




o HN-^**-'^(^^<^c)4"Aepa-DPhe-c(Cys-3^^^^ 

3 





^^X.^^^DPhe-c(Cys-3ITyr-DTrp-Lys-Abu-Cys)-T^ 





OH ^ 




TaxoI-Somatostatln19_1 1-22-02.skc 




^ A.^.--Srf^{Doc)4-Lys-DTyr-DTyr-cyc!o(Cys-Tyr^ Hg 



Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NHj 



o HN'^'^^-'''>r(Doc)4-Aepa-Lys-DTyr-DT^^ 




o 

0 HN''''*N*.''''*^Doc)4-Aepa-DPhe-cyd^ Hg 



o 



Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



Taxol-Somatostatin1a 11-13-02.skc 



V 

1 




Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr.NH, 



A^,,.^(Doc)4-Aepa-Lys-DTyr-DT^ 



O HN 



A^,,.^Aepa-Lys-DTyr-DTyr-cyclo(Cys-^^ 





Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NK 



X-x%^(Doc)2-Aepa-DPhe-(ydo(Cys-3ITyr-DTrp-Lys-VaI<Jys^^ 



/ 

o HN'^*-'^<°Q^)2-Aepa-Caeg-cycIo(DC^^ 

OH ' O 




O HN-'''^--^'^('^OC)4.^^ 



TaxoI-Somatostatin1b 5-8-02,skc 




{Doc)4-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



o 

^^A^xv^(Dc«5)4-DPhe-cydo(Cys-Tyr-DTip-Lys-Abu^ 





(Doc)e-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH; 



o ^N'^**«^^''^(Doc)4-Aepa-Lys-DTyr-DTyr-cy^ 





(Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr'-DTrp-Lys-Abu-Cys)-Thr-NH2 



o 

0 '^N-'''*^..^''Nr(Doc)6-Lys-DTyr-DTy^ 




Taxol-Somatostatin20 3-14-03.skc 






>'^(Doc)4-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)^^ 



^3 ^ 





,CH, ^ j^'^(Doc)6-DPheKq^o(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 






x'^(Doc)4-Aepa-Lys-DTyr-DTyr-cydo(Cys-Tyr-DTrp-Lys-Abu-Cys)-T^ 

°" 6 

no. 





v^^v^{Doc)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr^ 





pH. j-^^(Doc)g-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 





Taxol-Somatostatin21 3-14-03.skc 




jj-^uc-{Doc)3-Aepa-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 




U-Suc-(Doc)3-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 




N-Suo-(Doc)5-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH. 




jj-Suc-(Doc)3-Aepa-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-N^ 




r}-Suc-{Doc)3-Lys-DTyr-DTyr-^yclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH 




fl"Su(>(Doc)g-Lys-DTyr-DTyr-(q^lo(Cys-Tyr-DTrp-Lys-Abu-Cys)-^^ 



Taxol-Somatostatln22_3-1 4-03,skc 







CH, 





o \-^''-^^(Doc)4-Ly5-DTyr-DTyr-cyclo(Cys^^ 





o Nj'''^*»-^^(Doc)Q-Lys-DTyr-^ 




Taxol-Somatostatln23 3-14-03.skc 




✓~Y'('^°°)4-'^6P3-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 

r \ ' ' 




o 



CH, 




jXs^(Doc)4-DPI^e-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)^^ 




l>^(Doc)6-DPhe<:ydo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 

unO, 





0=^ 





-^^{Doc)4-Aepa-Lys-DTyr-DTyr'^yclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-ISlH 




o 




J — ^(Doc)4-Lys-DTyr^DTyr-cyclo(Cys-3lTyr-DTrp-Lys-Thr-Cys)-Thr-NH2 







f^^(Doc)g-Lys-DTyr-DTyr-cyclo(Cys-3ITyr-DTrp-Lys-TTir-Cy^ 



Taxol-Somatostatin24 3-14-03.skc 




{j--Suc-(Doc)3-Aepa-DPheK;yclo(Cysr3ITyr-DTrp-Lys-Thr-Cys)-Thr-NHj 




N--Su(>(Doc)3-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NHj 




•*^N^uc-(Doc)5-DPhe-cycIo{Cy$-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH, 




N-Suc-(Doc)3-Aepa-Lys-DTyr-DTyr-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr4vJ 




'|j--Suc-(Doc)3-Lys-DTyr-DTyr-cydo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr- 




N-Suc.(Doc)5-Ly5-DTyr-DTyr-cycfo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH^ 



Taxol-Somatostatin2S_3- 1 4-03.8kc 




o '^N''^^'^.'^^(Doc)4-Aepa<:aegK:yclo{DCys-3Pal-DT^ 





o 

o '^N''''^^''''NrKDoc)4<)aeg-cyc!o^ 




o 

o "^NAsXN^(Doc)s-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCy^ 




^..'-s^(Doc)4-Aepa-Caeg-cycIo(DCys-^Pal-DTrp-Lys-DCys)-Thr(Bzl^ 





(Doc)4-Caeg-cyclo(PCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 




^^^jXV^(Doc)e-Caeg-cyclo(DCys-^ 




Taxol-Somatostatin26_3-14-03.5kc 




jj_Su(>(DocVAepa-Caeg-<q^cfo(DQyB-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH, 




U-Suc-(Doc)3-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH, 




|}-Suo-(Doc)5-CaegHyclo(DCy8-3Pal-DTrp-Lys-DCys)-Thr(Bd)-Tyr-NH 




|j-Su<^(Doc)4.Caeg-^q«Io(DCys^Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr.NK 




fj-Suc-(DocVAepa-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCysKhr(Bzl)-Tyr-NH, 




{j-Suc-(Doc)4-Aepa.Caeg-cyclo(DCys-3Pal-DTip-Lys-DCys)-Thr(Bzl)-Tyr-NH 



Taxol-Somatostatin27_3-14^)3.skc 




o 

o HN'^'^^-^^'^oc-Aepa-DPhe-cydoCCys-Tyr-DTr^ 



o 

o HN-'''^^^'^(Doc)2-Aepa-DPhe-cyclo(Cy^ 



o HN-'''^N,'''^(Doc)3-Aepa-DPhe-cy^^ 




o 

o HN-'''^-'^^^°^)s"Aepa-DPhe-cyclo(Cys-^^ 



Xx^(Doc)e-Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-^^ 




(Aepa)2-DPhe-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH- 



Taxol-Somafostatln2a 11-13-02.skc 








O KN 



A,^^s^(Doc)3-DPhe-cyclo{Cys-Tyr-DTrp-Lys-Abu-Cys)^^^ 




o ' 

o HM-**'--^(Doc)4-DPhe-cycio(Cys-Tyr-DTrp^ 




0 HM— ^ ^(Doc)s-DPhe-cyclo(Cys-Tyr-DTrp-Lys-/tou-Cys)-Thr-NH2 





Doc)g-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH- 



Taxol-Somatostatin2b_1 1 -1 3-02.skc 










o=^ " J Jl,^^,,^(Doc)3"Aepa-Lys-DTyr-DTyr-cycIo{C^^ 



'6" 



CH, 




o=< ' T Q j^j^A,^^xN^(Doc)4-Aepa-Lys-DTyr-DTyr-cyclo(Cy5-T^ 





(Doc)s-Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 




o HN-^^^-^'S<^t^®P3)2-Lys-DTyr-DTyr-cyc[o(Cys-Tyr-DTi^ 

CH, 

Taxol-Somatostatin3 11-13-02.skc 






o 




o 

o HN'''vx^(Doc)3-Lys-DTyr-DTy^^^ 




T o „NA,,x-s^<^°^)4-Lys-DTyr-DTyr-cyclo(Cys-Tyr-^ 





o HN'*N<'^(Doc)g-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-^ 




Asx^(Doc)e-Lj^-DTyr-DTyr-cyclo{Cys-Tyr-DTrp-Lys-A^ 



Taxot-SomatostatIn4 11-1 3-02.skc 




o — tf<Aepa-Doc-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



O 

Jl^^^,.,^Aepa-(Doc)2-Lys-DTyr-DTyr-cycIo(^^ 



Js,,^.s^epa-(Doc)3-Lys-DTyr-DT^^^ 



o 

o HN'''*Nx--w^Aepa-(Doc)4-Lys-DT^^^ 




^ o HN-'''^---'^Aepa-Doc-DPhe-cyclo(Cys-^^^ 




A,.xv^Aepa-(Doc)2-DPheKyclo(Cys-Tyr-DTrp-Lys-Abu-^^ 




o 

o HN'''^'NXv^Aepa-(Doc)3- 



-Thr-NH, 




o »w'^^N.'''^Aepa-{Doc)4-DPhe-cycl^ 

OH ' 



Taxol-Somatostatin5_1 1-13-02.skc 




o 

o HN-''*^^^'^-Y^Doc)6«Caeg-cycIo(^ 




O HM 



A,,..-xN^(Doc)4-Caeg^^ 




o 

o HN-''vx''^Y^aeg-cyclo(DCy^ 





o 

o HN-^^s.-'^Aepa-CaegK^ydoCDCy^-aPal-DTrp-^ 





O HN 




X.^^0Doc)4-Aepa-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCy^ 




o hnX.'^(Doc)4-. 




Aepa-Caeg-cycIo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH- 




o HN^'''V''''^Caeg-cyclo(DCys-3Pa^ 





HN-^s-'-'^Aepa-Caeg-cycto 




Taxol-Somatostatln6.1 1-13-02.skc 




X,.'v^oo-AepaK;aeg-cyclo(DCys-3Pa^DTlp-Lys-DCys)-Thr(BzI)-Ty^-NH. 




o hn'^'nx'^ (Doc)2-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH. 



O 

o HN-''' — ^('^oc)3-Aepa-Caeg-cydo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH3 



o HN-"**" ^(Doc)4-Aepa-Caeg-cyclo(DCys-3Pa^DTip-Ly5-DCys)-Thr{Bzl)-Tyr- 



o HN-^'^-''^^ (Doc)5-Aepa-<:aeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bz])-Tyr-NH3 





JOv^('^o^)6-Aepa<;aeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-T^ 




Vv*'^''^^^®P^^2"^®e9-cyclo(DCys-3Pal-DTrp-Lys-^ 




1 



Taxol-Somatostatin7 11-13-02.skc 




Xx^Doc<;aeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(BzI)-Tyr-NH, 






o HN''''».'^(Doc)3-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr{Bzl)-Tyr-NH, 




o HN-'''''^-'^(Doc)4-CaeQ-cydo(^ 



JU,,,^^Doc)g-Caeg-cyclo(DCys-3Pa^^ 




X^,.^(Doc)g-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-^^ 



TaxoI-Somatostat(n8_1 1-1 3-02.skc 



O HN 




O 

A,x-N^Aepa-Doc-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-TTir(B2l^^^ 



o 

o HN-''--'^Aepa-(Doc)2-Caeg-^^^ 




o 

'yj^''*^-'^^Aepa-(Doc)3-Caeg-^^^ 




o 

^N-''^*N^'^Aepa-(Do^^^^ 



Taxol-Somatostatln9_1 1-13-02.skc 




Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 





„j^A^x->w^Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-^^ 






Aepa-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 



<Doc)2-Aepa-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2 




O HN 



A^x->^(Doc)2-Aepa-Caeg-<:yclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B 




O HN 



X,..-s^(Doc)4-Aepa-Caeg-cydo(DCys-3Pai-DTrp-Lys-^ 

^1 



Taxol-SS 5-8-02,skc 




o HN''^^^-'^ HSDAVFTDNYTRLRKQ(Nfe)AVKKYLNSILN-NH, 




i> o 





O HN 



HSDAVFTDNYTRLRKQMAVKKYLNSILN-NH. 




o HN''''*-^^^^*SDAVFTDNYTRLRKQMAVKK^^ 





O HN 




Jls,.^ HSDAVFTDNYTRLRKQMAVKK^ 




O HN' 



(Aepa)HSDAVFTDNYTRLRKQ(Nle)AVKKYLNSILN-NH. 





O HN 




A,,^ (Aepa)HSDAVFTbNYTRLRKQMAVKKYLNSILN-NH 




(Aepa)HSDAVFTDNYTRLRKQMAVKKALNSILN-NH. 




(Aepa)HSDAVFTDNYTRLRKQMAVKKLLNSILN-NHj 



Taxol-VIP_5-8-02.skc 
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Appendix J 




o 

o '^M-'''v.-'^(Doc)4.Aepa-Gaba-Gln 




o 




oc)4-Aepa-DPhe-Qln-Trp-Ala-VaI-pAla-His-Leu-Nle-NH. 




r''^(Doc)4-Aepa-^aba-Gln-Trp-A!a-Val-pAla-His-L^^ 





✓'-s^(Doc)4-Aepa-Gln-Trp-Ala-VaI-pAla-Hls-Leu-Nle-NH2 

OH /^O 





f.''^x^(Doc)4-Gaba-Gln-Trp-Ala-Val-pAla- 




(Doc)4.Aepa-DPhe-Gln-Trp-Ala-Va!-pA!a-His-Leu-Nle-NH, 




o^{j--Suc-(Doc)3-Aepa-Gaba-Gln-Trp-Ala-Val-pAla-His-Leu-NIe-NH2 




o^{}--Suc--Aepa-(Doc)3-Gaba-Gln-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH. 




o^[J-Suc-Aepa-(Doc)3-Gln-Tip-Ala-Val-pAIa-His-Leu-Nle-NH3 




o p 



o'^fl-^uc-CDoc^-Aepa-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH- 




o'^{j-Suc-(Doc)3-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH. 



6 H--Suc-Aepa-(Doc)3-DPhe-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH. 




o^N-^uc-(Doc)3-Aepa-DPhe-GIn-Trp-Ala-Val-pAla-Hls-Leu-Nle-NH 




£^''°c-Aepa-<DoG)3-Gaba-Gln.Trp-Ala-Val-pAla-His-Leu-Nle-NH2 





^^Y^**'^^Pa-(Doc),-Gln-Tn>Ala.Val-pAla-His-Leu-Nle-NH 





O 

\^''^^Nx-s^Doc-Aepa-(Doc)3-Gab 



o 






pGlu-His-Tip-Ser-Tyr-|;j-''>j_Lea.Aig.pro-Gly-NH, 

pGlu-His-Tii>-Ser-Tyr-j^-'k^Lett-^g.pj^ly.j^ 






pGlu-ffis-Tip-Ser-T>Tn|!}"'*^^I^u-Arg-Pro-Gly-l^^ 




pGlu-His-Tip-Ser-Tyi-fj^'^^^^I^u-Arg-Pro-^^ 




'-Aepa-{Doc)4^NH 




pGlu-His-Tip-Ser-Tyr''H ft 




(Doc)4-Aepa-^NH 




1 



pGlu-His-Tip-Ser-Tyr^'H fl 




(Doc)4 




pGlu-His-Tip-Ser-Tyr 



s 



Lea-Aig-Pro-GIy-NlB^ 





H— Suc-(Doc)3-Aepa -^^h 




pGh*-Hi8-Tip^er-Tyr-H'^^"-^S-Pn.-Gly-NH, 




Of {j — Suc-(Ooc)g-Aepa- 



NH 




pGlu-His-Tq^Ser-Tyr-H'^^-^-^'y-^ 



I 



NA,.xv^Doc-Aepa-(Doc)3--{J- 




pGlu-His-Tip-Ser.Tyi-{:j"^^Leu-Aig-Pro-^^ 




Doc-Aepa-'(Doc)3 




•NH 



pGItt-His-Txp-Ser-Tyr 



^jg^'^'^'^Leu-Aig-Pio-GlyHNHj 



PH. 





N-^^^-'^CDocVAepa-DPhe-cycloC^ 





O 





o 

o '^N-*^-'^(DocVDPhe-cyclo(Cys-'T^^ 






Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH 




"6* 




|.-^^Doc)4-Aepa-DPhe-<;ydo(Cys-Tyr-DTip4.ys-Abu-Cys)-Thr-NH2 





j''->^Poc)4-DPhe-cydo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 





uaO, 



HI 



l'''^(Doc)6-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr^ 



4j ^ 





j''^^Doc)4-Aepa-Lys-DTyr-DTyr-^do{C^^ 



iniO, 






j-'-^(Doc)4-Lys-pTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-T^ 





^H,s,^ j-^(Doc)6-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-^ 




jj-Suc-{Doc)3-Aepa-DPhe-cydo(Cya-Tyr-DTrp-Lys-Abu-Cys)-Thr4SIH^ 




jj-Suo-(Doc)3-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH 



2 




N-Suc--(Doc)s-DPhe-csyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH 




j^--Suc-(Doc)3-Aepa-Lys-DTyr-DTyNcydo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH^ 




jj-^uc-(Doc)3-Lys-DTyr-DTyr-cydo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-^ 




jj-rSuc-(Doc)5-LysOTyr-DTyrK:ydo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-^ 




o 

\A..xv^(Doc)4-Aepa-DPheK:ydo(Cys-3ITyr-DTrp-L^^ 




o 

\4A.^^'-s^(Doc)4-DPhe-cyclo(Cys-3ITyr-DTrp-Ly^ 




o 

NNAsXv^(Doc)6-DPhe<;ydo(Cys-^ITyr-DTrp-Lys-Thr-<5ys 





o '^N-^^«^'''^(Doc)4-Aepa-Lys-DTyr-DTyr-cyclo(^^ 



•'6" 




o 

0 '^M''*"*-''^(Doc)4-Lys-DTyr-DTyr-cyd 




^^...'^(Doc^-Lys-DTyr-DTy^^ 




<»=^ r'^(^°^)4-Aepa-DPhe-cyclo(Cys-3lTyr-D 





^.^{Doc)4-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-^ 





([>oc)6-DPhe-cydo(Cys-3ITyr-DTrp4.ys-Thr-Cys)-Thr-NH2 




(Doc)4-Aepa-Ly5-DTyr-DTyr-Kyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH. 




|X^(Doc)4-Lys-DTyr-DTyr-cyclb(Cys-3ITyr-DTrp-Lys-Thr-Cys)-^^ 

r . 





--^^(DocVLys-DTyr-DTyr-cycloCCys-SITyT'DTrp-Lys-Thr-Cys)-^ 

r . V 





|j-Suc-(Doc)3-Aepa-4DPhe-cyc!o(Cys-3ITyr-DTrp-Lys-Tlir-Cys)-Thr-NH^ 




U~Suc-(Doc)3-DPhe-cycro(Cy5-3ITyr-DTrp'Lys-Thr-Cys)-Thr-NH2 




jj--Suc-(Doc)5-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH 




rj-Suc-(Doc)3-Aepa-Lys-DTyr-DTyr-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Th^ 




{j-^uc-(Doc)3-Lys-DTyr-DTyr-cydo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr^^ 




N-Suo-(Doc)5-Lys-OTyr-DTyr-cydo(Cys-^ITyr-DTrp-Lys-T^^ 




g-Suc-(Doc)3-Aepa-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 




jj-Suc-{Doc)3-DPhe-<^o(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 




{}-Suo<Doc)g-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2 




jj-Suc-(Doc)3-Aepa-Lys-DTyr-DTyr-cyclo(Cys-3ITyr-DTip-Lys-Thr-Cys)^^^ 




jj--Suc-(Doc)3-Lys-DTyr-DTyr-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)"Thr-NH3 




jj--Suc>-(Doc)5-Lys-DTyrOTyr-<ydo(Cys-^ITyr-DTrp-Lys-Thr-^^ 



o 




o 





(Doc)Q-Caeg-cycIo(DCys-3Pal-DTrp-Lys-DCys)-Thr{B2J)-Tyr-NH, 




(Doc)4-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH, 



;Doc)4-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



Doc)e-Caeg-^cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-"NH2 




jj-Suc-(Doc)3-Aepa-Caeg-cyclo(DCya-3Pal-DTrp-Lys-DCys)-Thr(B2l)-Tyr-NH2 




**-^N--Suo-(Doc)3-Caeg-cyclo(DCys-3PaI-DTrp-Lys-DCys>-Thr{BzI)-Tyr-NH; 




jj-Suc-(Doc)5-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



N-Su<>(Doc)4-<)aeg-cydo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 




jj-Suc-{Doc)g-Aepa-Caeg-cyclo(DCys-3Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 




N-Suc-(Doc)4-Aepa-Caeg-cyclo(DCys-3Pa!-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2 



m • 

CLAIMS 

1 . A cxDmpounds according to formula (I): 

X-B1-B2-B3-B4-Z 
(I) 

wherein: 

X is a cytotoxic or cytostatic agent; 

each of B\ B^, B^, and B"* is, independently for each occunrence, (Doc)m> (Aepa)n, -(C(O)-AI -A2t 
A3-A4-A5-C(0))8- or (amino acid)p, 

each of A1 and A5 is, independently for each occunrence, CR^R^; . 

each of R^ and R^ is, independently for each occurrence, H, F, Br, CI. i, C(i^)alkyl, 
C(2^)all<enyl, substituted C(i^)alkyl, substituted C(2^)alkenyl, SR\ S(0)R'*, or S(0)2R^, or R'* 
and R^ together can form a C(3^)cycloalkyl, C{3^o)heterocycle, or C(e^)aryl ring; 

each of R^, R"^, and R^ is, independently for each occurrence, C(i^)alkyl, C(2^o)alkenyl. 
substituted C(i^)alkyl, or substituted C(2^)alkenyl; 

each of A^, A^, and A"* Is, independently for each occurrence, CR®R^, O, S, (CHaX or absent; 

each of R^ and R^ Independently for each occurrence, H, F, Br, CI, I, C(i^)alkyl, C(2^)alkenyl, 
substituted C(i^)alkyl, substituted C(2^o)alkenyl, SR^ S(0)R\ or S(0)2R^; 

or R® and R^ together nriay form a ring system; 

m is, independently for each occurrence, 0, 1 . 2, 3, 4, 5, 6, 7, 8, 9, or 10; 
n is, independently for each occurrence, 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10; 
p is. Independently for each occurrence, 0, 1, or 2; 
s is, independently for each occurrence, 1 . 2, 3, 4, or 5; 
t is, independently for each occurrence, 0, 1 , 2, or 3; 

Z is a ligand of a biological receptor, an analog thereof, or a derivative of said ligand or of said 
analog; 

provided that: 

when X is doxorubicin or a doxorubicin derivative, at least one of m and n is not 0; and 
when X is paditaxel or a paditaxel derivative, then B^ is (amino acid)p and p is 1 or 2; 

-403- 



* 

or a phanmaceutically acceptable salt thereof.; 

2. A compound according to claim 1 , wherein X is a cytotoxic moiety; 
or a pharmaceutically acceptable salt thereof.. 

3. A compound according to claim 2, wherein X is an anthracycline; 
or a phanmaceutically acceptable salt ther^f.. 

4. A compound according to claim 3, wherein X is camptothecin, a camptothecin derivative, 
paclitaxel, a paclitaxel derivative, doxorubicin, or a doxorubicin derivative; 

or a phanmaceutically acceptable salt thereof. 

5. A compound according to claim 4, wherein X is camptothecin or a camptothecin 
derivative, wherein said camptothecin derivative is: 
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or a pharmaceutically acceptable salt thereof. 

6. A compound according to claim 4, wherein X is paclitaxel or a paclitaxel derivative, 
wherein said paclitaxel derivative is: 




or a phannaceutrcally acceptable salt thereof. 

7. A compound according to claim 4, wherein X is doxorubicin or a doxorubicin derivative, 
wherein said doxorubicin derivative is: 
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or a pharmaceuticaliy acceptable salt thereof. 

8. A compound according to any one of claims 1-7, wherein Z Is a somatostatin, a 
bombesin, or an LHRH, or an analog thereof, or a derivative of said ligand or of said analog; or 
a pharmaceuticaliy acceptable salt thereof. 

9. A compound according to claim 8, wherein Z Is a somatostatin analog according to the 
formula: 

-DPhe-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2; 

-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Val-Cys)-Thr-NH2; 

-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Abu-Cys)-Thr-NH2; 

-DPhe-cyclo(Cys-3ITyr-DTrp-Lys-Thr-Cys)-Thr-NH2; 

«-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2; 

-Caeg-cyclo(DCys-Pal-DTrp-Lys-DCys)-Thr(Bzl)-Tyr-NH2; 

-D2Nal-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-Thr-NH2; 

-DPhe-cyclo[Cys-Phe-DTrp-Lys-Thr-Cysl-Thr-oI; 

cyclo({4-(-NH-C2H4-NH-CO-0)Pro}-Phg-DTrp-Lys-Tyr(4-Bzl)-Phe);or 

-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-Trp-NH2; 
or a pharmaceuticaliy acceptable salt thereof. 

10. A compound according to claim 8, wherein Z is an LHRH analog according to the 
formula: 

.GIp-Hls-Trp-Ser-Tyr-DLys(->-Leu-Arg-Pro-Gly-NH2; 
-Glp-His-Trp-Ser-Tyr-DOrn(-)-Leu-Arg-Pro-Gly-NH2; 
-Glp-His-Trp-Ser-Tyr-DDab(-)-Leu-Aig-Pro-Gly-NH2; 
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-Glp-Hls-Trp-Ser-Tyr-DDap(-)-Leu-Arg-Pro-Gly-NH2: 

-Glp-His-Trp-Ser-Tyr-DApa(-}-Leu-Arg-Pro-Gly-NH2; 

-Glp-Hls-Trp-Ser-Tyr-DLys(-)-Leu-Arg-Pro-NHEt; 

-Glp-His-Trp-Ser-Tyr-DOm(-)-Leu-Arg-Pro-NHEt; 

-Glp-His-Trp-Ser-Tyr-DDab(-)-Leu-Aiig-Pro-NHEt; 

.GIp-His-Trp-Ser-Tyr-DDap(-)-Leu-Arg-Pro-NHEt; 

-Glp-His-Trp-Ser-His-DLys(-)-Trp-Tyr-Pro-Gly-NH2; 
-Glp-His-Trp-Ser-His-DOm(-)-Trp-Tyr-Pro-Gly-NH2: 
-Glp-His-Trp-Ser-His-DDab(-)-Tn>Tyr-Pro-Gly-NH2; or 
-Glp-His-Trp-Ser-His-DDap(-)-Trp-Tyr-Pro-Gly-NH2; 
or a pharmaceutically acceptable salt thereof. 

11. A compound according to claim 8, wherein Z is a bombesin analog according to the 
fomnula: 

-Gln-Trp-Ala-Val-Gly-His-Leu-M'(CH2:-NH)-Leui-NH2; 
-Gln-Trp-Ala-Val-Gly-Hls-Leu-4'(CH2;-NH)-Phe-NH2: 
-Gln-Trp-Ala-Val-pAla-His-Leu-Leu-NH2: 
-Gln-Trp-Ala-Val-pAla-His-Leu-Nle-NH2; 
-Gln-Trp-Ala-Val-Gly-His-Leu-Met-NH2; . 
-GIn-Trp-Ala-Val-Gly-His-Phe-Met-NHa; 
-GIn-Trp-Ala-Val-pAla -His-Phe-Nle-NH2; 
-GIn-Trp-Ala-Ala-pAla -Hls-Phe-Nle-NH2; 
-GIn-Trp-Ala-Val-PAla -His-Ala-Nle-NH2; 
-GIn-Trp-Ala-Val-pAla -Ala-Phe-Nle-NH2; 
-Gln-Trp-Ala-Val-Gly-His-Leu-Leu-NH2; 
-DPhe-Gln-Trp-Ala-Val-Gly-Hls-Leu-M'(CH2:-NH)-Leu-NH2; 
-DPhe-Gln-Trp-Ala-Val-Gly-His-Leu-M^(CH2;-NH)-Phe-NH2; 
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-DPhe-GIn-Trp-Ala-Val-pAla-His-Leu-Leu-NHz; 
-DPhe-Gln-Trp-Ala-Val-^AIa-Hls-LelJ-Nle-NH2; 
-DPhe-Gln-Trp-Ala-VaK3ly-His-Leu-Met-NH2: 
-DPhe-Gln-Trp-Ala-Val-Gly-Hls-Phe-Met-NHi 
-DAIa-Gln-Trp-Ala-Val-pAla -His-Phe-Nle-NHa; 
-DPhe-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NHa; 
. -DPhe-Gln-Trp-Ala-Ala-pAla -His-Phe-Nle-NHz; 
-DPhe-Gln-Trp-AIa-Val-pAla-His-Ala-Nle-NHi 
-DPhe-Gln-Trp-Ala-Val-pAla -Ala-Phe-Nle-NHa; or 
-DPhe-Gln-Trp-Ala-Val'Gly-His-Leu-Leu-NHa; 
or a pharmaceutically acceptable salt thereof. 

12. A compound according to clainn 1 wherein at least one of m and n is not 0; or a 
pharmaceutically acceptable salt thereof. 

13. A compound comprising the product of any one of examples 19-25, 28-32, 40-42, 45-65, 
and 74-75; or a pharmaceutically acceptable salt thereof. 

14. A compound comprising an intermediate compound disclosed in any one of examples 1 
- 75; or a pharmaceutically acceptable salt thereof. 

15. A compound selected from the compounds listed in Appendix A, or a phanmaceutically 
acceptable salt thereof. 

16. A compound selected from the compounds listed in Appendix B; or a phanmaceutically 
acceptable salt thereof. 

» 

17. A compound selected from the compounds listed in Appendix C; or a pharmaceutically. 
acceptable salt thereof. 

18. A compound selected from the compounds listed in Appendix D; or a pharmaceutically 
acceptable salt thereof. 

19. . A compound selected from the compounds listed in Appendix E; or a pharmaceutically 
acceptable salt thereof. 
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20. A compound selected from the compounds listed irv Appendix F; or a phamnaceutically 
acceptable salt thereof. 

21. A compound selected from the compounds listed in Appendix G; or a phanmaceutically 

« 

acceptable salt thereof. 

22. A compound selected from the compounds listed in Appendix H; or a pharmaceutically 
acceptable salt thereof. 

23. A compound selected from the compounds listed in Appendix I; or a phamnaceutically 
acceptable salt thereof. 

24. A compound according to the formula: 




- (Doc)4-Lys-DTyr-DTyr-cyc!o(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2- 




-poc)e-Lys-DTyr-DTyr-<^clo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2. 




-Lys-DTyr-DTyr-cycIo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2. 




--Aepa-Lys-DTyr-DTyr-cyclo(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH2 . 



409 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ CiRAY SCALE DOCUMENTS 



□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




LINES OR MARKS ON ORIGINAL DOCUMENT 



